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I. BZE(ICHI 51RE

1. AFORZE
TE LT TOEEFE100mg (— k4 FALY X~T GEGEFBEZ), LLF, A#D X, BeiGenett (3
BeOne 1) 12 & > TAHIH X 3172 programmed cell death-1 (PD-1) (2% 5 & Mbsk /a7 U 2 G4 (1gG4)
EREME ) 7 a—FVHUETH D, AHNL 2019 4E 12 H 26 BICTETRONAR SN, BERY LR
# (ESCC) (2B L Tlid, BeiGene f: (3l BeOne t1:) & / /L7 ¢ 24D ILFRIPIFEIZ L W D STz,
ESCC 1%, HFRMICEIERE DK 90%4% HHTHY . MEREKROHCENEGL TRERRREBRTH D, T
fE. PD-1 ZIEM L T HRET = v 7R A v MERER LALFIRE & OPFHEEIL. NCCN A KT A~
(Version 3. 2025) T, YIFRAREZRMEST T ESCC B IZxtd 5 —kiGH & L Tl bR S bk
FIED—2IZ, Fo, BHARGIZZRER E L TR BRI OERIEO —DIZZ I 6T 5,
WA CIE, 2025 42 1 ARRRICEHE W T, AKANT b RIEREO & 5 UIFRARE 01T - FR ESCC) D7
Z. 202349 HIZ EU T, 202443 AICKE TR L, EU - kEZ&Te, 10 LI EOHIE - ETHEGR I
TW5, £, HEFEEREDO 72 WEIBRAEEZREIT « B8 ESCC) DIKFRIZ DWW TIE, 2024 4 11 HIZ EU
T, EU LM TiT 3 pETERSG L, 61T, NREUIRTREERET - BROFE] [THR2 2068 - 2RI
OWNTIE, KEKRPEUIZT, T4 2024 4 12 A LTV 2024 4 11 AIZARE S 4L, 2026 452 ARERUCE
W, 15 OEIHIE THERBEN TV D,
AINZBN T, RFFTEIT IR ESCC BEE MG L LI-BIEAL, 77 BRxtf, —HER, [H
BRICE S MAHEER (306 SABR) . — IR ST — IR Z ICHEST L 72 UIBR R RE U 3EEB % BSCC & %
®G L LT AEA b, FEEM. EELFEF IR (3023 5H) 12T - KIERELOCZRIBFEOAE, &
BMEEZFHE Lo, ZORER. 2025 4 3 A1 RIGUIBRAEERHETT - B ORIERE ] 22 EUIRRE L
THERBZBG LIz, &6, ALBRIERE D 720y HER2 PO UIRAREE /1T « 38D G/GEJ I E %
* L LTEEER, 77 aRx R, “EHEER, ERILFEFIFHARR (30535 T THEME. Zetts
FEAM L7255, 2026 4 6 A NAMEYIRAREZHEIT - B OB 2RS0TSR & L TRRBE IS L
77

2. HEOBEFMEFNE
1. AENI PD-11ZxFT % 1gG4 BRAE )/ a—F LHUKRTH D, PD-1 2DV H > RTHD PD-LI1,
K OPD-L2 & OfEG ZBEARNTIE U, EFF R T AOEHE, &Mk, & ORI EIE 2
DOEFREIZ L0 | A A E 9 5,
(VL. 2. FEEUEH | DIESM)

2. KANE, =7 =7 Z—HREEZRSRNE 91T UL E Fe IS ST 5,
(IX. 1. $EPLEABR) DHZM)

3. EKRZBRAMWERE LT, MEMEMER, TR, IFEREkEE, K, REMEREFRMAE, KE
FEIEIRAE R, ZIRLBE, KABZ. /B, BEEO TH, FIRIREERERE S, RIEHERS, T
RRERERR S, 1 AUBEPRI . MEZE, PR, O ge. DIRR. Wik, BRBUTIRARIE . B I 0E
Mg, BEMEAE, FThEZc, whiRbEE . EERMKES ., #IRMAQIERIE, 5%, Infusion reaction,
SEIERPHESINTND,

(Tvi. 8. EIfEH) DEZM)

GRABUIBRT R ST - BROBER)

4. ALFRIEREO IR WARIR U GE R ELT - RO RERF LR EE 255 & U [EERIE[E 2 I
ABE (306 #ABR) ICHBWTC, HEFMEER TH 5 A (FIE [95%CI]) o R fRATRS 5
1L, ARAEAbEE E OO (T+C) BET 17.2 [15.8-20.1] » H., 77 &R A5 L E OO

_1_



(P+C) BET10.6 [9.3-12.1] # ATHY, T+CBEL P+C RISk L CREFHEMIICHE BERIER 2R L
72 (NP — KR 0.66 [95%CI : 0.54-0.80]. p<<0.0001 [J&H! log-rank #E]), (F—FH v bA 7
A 202242 H 28 )

(Tv. 5. (4) BEERRER] OEHZH)

5. ALFIHIERE O & D IRIGUIBR AR 28T - BROBIER I LR EE 255 & U7 EER [ 5 I4H
ABR (3027RER) ([CBW\WTC, FEFHMEEH THh 5 AR (PRl [95%CI]) 1%, AFIRETS.6
[7.5-10.4] » A, {LFHFIERET 6.3 [5.3-7.0] » A TH Y, AFBETLABIERICH L THERHE
MINCHBRIER 2R LTz (N — KE 0.70 [95%CT : 0.57-0.85], p=0.0001 [J&%5!] log-rank f7E]) .,
(F—%Ay bA7H :20204£12 H 1 H)

(TV. 5. (4) HarAgBR ] OIEZBMR)

6. ALFHIEED o WIRIEUIBR A RE 72 AT - B O RE R LR RS 2 5t & U7 [EES L[ 55 T4
ABR (306 RBR) ICBWT, MoOTTEMEES & OO GO, BaoERICE S 24
EWIRIOFER LV PD-L1 J&Bi= (TAP) 2% 5 AKJili TIIAAKID LRV NZ LWATREMED RE X
nTW5,

(TV. 2. ZPRESUIZBNRICEET 23R OHESBM)

BEVIBRTEEGET - BROBRE)

7. ALFHRIERE O 72\ HER2 BEMEOYIBRREE 72T - FRR O H i XIS Al H B A I FR A 2 x4
& L EBEILRS IR (305 #BR) B\, EEFHMBEHE TH 5 PD-L1 B (TAP=5%)
fENT S SR CORAFHIM (P [95%CL]) O MRS SR I1T, AA L AbF2RiE & OfFH
(T+C) #ET17.2 [13.9-213] » A, TR L{PRELE OHFH (P+C) #T 12.6 [12.0-14.4]
H#HATHY, T+C BEIX P+C BEICK L THEHFMICABERIEE AR LT (N — R 0.74
[95%CT : 0.59-0.941, p=0.0056 [JEHI log-rank M, Hukk [T 27 xtE Do Hg] & ONERE
B OFEIZL DML (F—2 By b4 7 H 20214E10 A 8H), /2. b 9 —>D FEF M
HHTH D ITT T REM TORAEFHMIC OV T, T+C BEE P+C BEICR L CHEEHARICH
BREREAZR LT (N — FH 0.80 [95%CI : 0.70-0.92], p=0.0011 [J&5] log-rank #E]), (F—
27y hAT7H 202342 H 28 H)

(T'v. 5. (4) FGEAIRER ] DES)

8. AL D72\ HER2 [ O YIBRAGEAHELT - B8 O B e T8 B A TS A H & x4
& L EBR L FEH IR (305 BR) 2B\ T, MoOFUEMELEA & OO &G0 AhEIx,
RN S AR ORE R LV TAP 28 10 K TIEAH O _EREZNENZ LVVATREMED
RSN TV,

(TV. 2. ZhRE IR RICEET 2 1E ) OB

3. HADEKIFEHENE
1. AENZ 1 A T 1 EEHORAICH S, (TVIL 11. @A EOEE] omEsi)
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< BERTE
TELT THAIREE ST OO RIENAVRE S
& FD TFR~
FE LT T LALFEREC L AABRESZ T O
DHEENAEBE I EZFD TFEFE~
FE LT T LALHEEC L AABRESZ T O
DENIEE I AL ZED THRE~
(ITXI. 2. ZOMmoOBEER DOESMH)

I IHEE T A T A > A

B RHEE T A RS54 FALY X7 (ElcTF
FHHLZ ) ~RERE~

R RHEE T A RS54 FRALY X7 (BT
MR Z) ~HE~

RNZATEE N P35 R R e A HAE OO 2 3 0L 1
B R—T B M)

PRI o> B8 T S e A A

- FIPD-19U IR M RIS AN TAR D Bl FHHEHE T 4 R
FA UDFREITLEIEEEREEIZOWNT
(BF7THESH20H  PREEF05205525)

« PIPD-1HT IR BT M 55 A1 & OVBUPD-L1HT R i
JEB AN AR D I HHEE T A KT A v OREIC
S BEEEO B EIZDOWT
(BF8HFE6H 190  LREEFE0619%52+)

(IX. 14, RBEABAH EOER] OESMH)

5, ABFHRURE - FALOHREE
(1) ABEH

ES ) % 2 R 2 RO b YN ERT 5 T L,

(2) & - ERLOFIREIR

MR ZAE, ERTEARZ OV T, SO OB MHEET A RT A4 2T 52 L,
MSTATEE N 3 i R AR S B O R IE S I R~ —

https://www.pmda.go.jp/review-services/drug-reviews/review-information/p-drugs/0028.html
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6. RMP O
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FERE D HRIEL R R A
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L
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I. &#ICEAd 5EE

. R5E4
(1) #n4&
T E LT TR EHE 100mg

(2) #*4
TEVIMBRA® 1.V. Infusion 100mg

(3) AFRDHE
Bz L

2. —fik#
(1) ¥4 (88i%)
FAVY Z~7 (Eaf#lHz) (JAN)

(2) *#4 (WfE)
Tislelizumab (Genetical Recombination) (JAN)
Tislelizumab (INN)

3) RT L4
%/ 7 u—F PR : -mab
t MbE /7 a—FLHK : -zumab

3. BEAXIETRHEX
MUSEDOT 2 JERFRIEN D720 HEH (ya8H) 2 AR O 214 DT 2 ) BRFkEEN G725 L (w#H) 2 AT
R ENAHES X ETh D,

1 HFRRUHTE
53§30 CoaroHosooNi6seO20128a0 (737 B Gy, 4 AREH)
H#H : Ca166H3353N5670670S14
L #5 : Cio30H1506N2760336S6
SrfH K 147,000

5. {bFH (MAE) XIEFKE
AR Z B PD-1 €/ 7 o —F AHURTH Y . T OMERET T~ v 2FRICHK L, Zofide
M gG4lTHkT 5, HEHD 6 DT I/ Wik i) iE#h (S226P, E231P, F232V, L233A. D263A. R407K)
SNTWA,
F ¥ A =—ANLAX IR LV EA SN D 45O T 2 ) BRIEIEN G725 HEH (v48H) 2 KK
Q1407 X 7 IR N G720 L («8) 2K THR NS VX7 BETH D,

LEES

onji

6. [ER%A. B4, BE.
%% 5 . BGB-A317



M. BDIZEI SIEE

1. MELEZNMTE
(1) 58 - IR
M~ A O SUT DT IR E LT iR

(2) Wt
A LR

(3) WEH
AR ONANA

(4) ghn (MRS, BE. BES
BRI ONANA

(5) BRIEEMRETEH
GAS RO

(6) S ELFREK
A LR

() ZDMDELRMEE
pH : 6.2~6.8

2. AT DERFHETICETHRE.

ARERIE H TRAFSRIE TRAFIERE | PRAFHIR RS R
EHIRGFRR | —70°C (-80°C~-50°C) 36 % A Hiks
iR 5+3°C EVA bag 6 7 H ik
i P R 25+2°C,/60+5% RH 6% A TRIFHIZAL 238 0 7= (BIAgAL)

AUBRIEE - MRIR, pH, MLEERER, = N b o BUEMIRE., #aTErE. EWiETE. TRk

3. AU DHERRARE. £
fesBatiRIEL -
1) XFF Ry
Fr R - SN EE R (GEE R © 210nm)
HT L FTETFINTY Y L
M OE  BEMEYE L O v — 7 ARFR R o Hig
2) FEATEME « BERA G ZNEE (ELISA)
EEE
BNy EIREE (BRI AT B E V)



IV. BHI|IZBH9 5IEHE

1. #f
(1) FlRz DR A

ESF (. A T )

(2) HAEDHNEE TR

e T B LT T R EE 100mg
E27N Mo~ A OB UL T MRS L2
(3) #HAla— K
LR
(4) HE DM
pH 6.2~6.8
=%+ 1 (EBRRIEIRICTT 5 k)

(5) Tt
AL LR

2. WEIDHRL

(1) ARy (EHERS) OE

ERUEMA

R %
(1 34 7 L)

FALY X=7 GEaTHHLZ) 100mg

wwhnAl
(1 34 7 )vh)

V=g ol WRVNN /i L7 67.6mg
7 T KRR 4.2mg
L-t A F 2 KT 8.2mg
L-t AFT 17.2mg
kLosa— 2K 718.8mg
KU Y ~— |20 2.0mg

(2) EREZDEE
AR OANA

(3) &BE

A= RO

3. RMAAMEDHEARUVEE
FPARPSA

4. N
FPAROSA




5. IEAY HAEIREMED B HRM Y
EEEEIR, TR

6. RAIDBEEHTICEITIREN

HERIE H PRAFSAE PRAFIERE PRAFHARE B R
EMRAFRER | 5+3°C 36 v H | BN

. . . 20mL # T AL T L, R 2 % 3R T2
iR 25+2°C,/60+5% RH R S Y 67 A EHA)

AR 120 5 Ix-hr+3E4s4 | TV =V AR Y 0T _ | e

Gt 200W-h/m? 2L | 4

BRI H - MRR. pH, MEEERER, =2 R b v RNEMERY ., NSRRI BEE, RETEE AW
TEPE. RY Y _— |k 20, E&Eik

1. AELERVBRREDOREHE
(VI 11. W@H ForE] oEsR

8. fh¥l& DEALI (MELENEL)
AR L

9. Bt
LR

10. &35 - 2%
() EEABELGER - QK. NENRRCRES - QRCHT S15H
AL LR

(2) @i
10mL [1 34 7 /1]

Q) FREE
7RO

4) BHROME
AT R T AWTTT A
= N/ B = R o) | V= (YN

1. RlgRH S H2EME
Y LR

12. 0t
AL



V.

ARICE T 5IEE

BB AESYIES

4.

MEERIFIER
ORBUIRT R EIT - BROBESRE
OBEUIRTRGTET - BROBE

(fEa)

ORAVIRTEELET - BROBRERE

REFER2BEITERE CTH S ESCC BHE 2 xR I U7 [E B LR SE MAEFER TH 5 306 B M O 302 RBR D
FERICESEHE L,

306 aBRIL, ALFRIERED 72 WRIGUIBRANGE 2R HEST - P78 D ESCC & 649 151 (A AR N 66 Bl % Ete) %
KB KH L AbFRE L OB (T+C) & 5-OF NER MR 7T 'R L AL ZEEE & OO
(P+C) BHZXE LI BIEA L —EEMAR et &Sz, FEFEE b 52448 (0S)
%, P+C #E & Ml L C T+C B CMEHFMIICA BRIER 2 LTc, £, RWEHIX T+C # 96.6%, P+C
FE96.3%DBFIZRD LN, (V. 5. (4) 1) OHESM)

302 FERIE, AL FIRIEED & HIRIGUIBR N RE 72 AT - 3RO ESCC BF 51241 (HARANS061% 5ie) %
KT, AH| 200mg 2 3 M IR O A 2k Kk OV AP TEERE Y BRI N8R U 7o b ibE (X2 Y
ZXE, REZXFEAXIIAY /T Hy) ZRE L TEERLIEERAR TR, FEF
i H CTh 224 FHIM (0S) 1AL FHIERE L ik U CARIBE CHREIMFPMICHBERIER 2R LT, £
7o BIEFNEIAAIRE 73.3%., ALFIRIERE 93.8% DB EIED N, (V. 5. (4) 1) DEBMR)
OBBEUIRTEELTET -  BROBE

UIBRNRE 72 HELT » FRHE D G/GEJ Wl B A KPR ITHGT L 7 EBRIL RS IR Th 5 305 SRBRORE R
WCHSERE L,

305 RERIL, [LFEEIERE O 720y HER2 [ O UIBRARGEZRHEIT - R G/GEJ B 997 #il (A ARA
101 BlEETe) ZxtBRIC, KAl bk e O (T+C) BHORMMER WLEMENR T 7 'R L by
BEEL OB (P+C) B HA R E L EEAL - ESHRABR TR S, TEIMEEE ThH5 PD-
L1 Btk (TAP=5%) FENT IR K OV ITT fENT I RERIZ I 1T 2 24FHM (0S) 1%, W ivoEH
IZBWTH, PHCHEE i L CT+HCRECRGHFMICA BRI 2 LTc, £72. BWEHIZT+CHE97.0%.
P+C & 96.4% D EF TR D bz, (V. 5. (4) 1) OHEBH)



2.

S|

ZheE

XIFHRICBEET HFEE

5.

(1R
5.1

DEER T RICEET 5 E
BYIBRTRELET - BROBERE)
AFN D FHr O BEIEIC

BT 2B MK O A
5.2 AbLFEFIERIBIEORIGUIBR AR RE2EEAT - IR ORIERE!
HMWEIX, PD-L1 %8l (TAP)
A ] DEHORNKFZA L, RKEOH IR 222+ 5712
EOVEMIZOWTEEIZHMT 5 Z &,

PEFEST LTz,
X Do HiE

KV ERDEPPREIN TS, TAP IZ2OW T,
R L7z EC. AF %= ETOFHE

[17.1.1 Z ]

SRR & O OF G-

M7. R

CREUIBRT R EST - BREOBRE)

5.3 AAOFHOMBBIEIZI T D28 MR LRI L TV,

5.4 HER2 aPEDBEFICHEETS L,

5.5 MoOPTEMAELA L OG- OE ML, PD-L1 R (TAP) ([2X v BASHAN TR S

“Cb‘%f)o TAP (ZDW T,

7.

BRG] ODHONEZRAIM L, ARIOFIER L2z 1451

MR LT B, AEZ G0 EEO LB W TEEIHET S Z & [17.1.3 3]

(fiFwt)

GRAVIRTEELET - BROBERE)
5.1 FINOMEWFIEIIBIT 2L OZE2IIREN TV aenZ Enbidik L,
5.2 306 RERICHWT, HOEFICK S 24T (0S) OFMEAE T, PD-L1 BEE (TAP) 2

5SRO BFEM TR DBEMPRBINTND,

ZDOXRFNOE IR 117, EIREGE] OBMOTLHNF LR T 52 L, E72., PD-L1 OMAEIX
HKER SN RAN LW E SR SUXERE IR 2 T, TR 2 AT 50 HE TR ERICE
T O THERR T D L,

<BE>

TAP [JEEFEIRO 9 B, HIAERE Y 358D B 2 Mg Al i K ONIE 5 B G e ML 23 15 6D 5 I E
fk (N K ONRAETZ AMERTVED) OFIG DR S 2 PD-LI 3R] (2T 2 0BRSS & |
PD-L1 JEEAR BN AT 24T > 7= (PRATEE DT — % 202242 A28 HF —Z B v b A7),

0S DA ZhIERGAE (306 78R, PD-L1 ZILIRIA])

* ¥ ¥ hgefiE () NP — R p*2
PD-L1 J3L" B k- (95% O oo
11.8
TAP< 1 e 3 (6.2,16.3) 134
P+C 25 16.1 (0.73, 2.46)
(10.4,28.9)
13.0
1<TAP<5 e > (10.8,18.3) 0.93
- PaC o4 9.6 (0.61,1.41)
(7.9,13.7)
26.8
5<TAP<10 e > (164, —) 0.44
) +C 9 9.8 (0.28, 0.70)
’ ! (8.0, 13.0)
16.6
TAP > 10 e te (15.3,24.4) 067
: P+C 107 10.0 (0.49, 0.94)
(8.6,13.3)

— : HEERAE, *1: PD-L1HE

HECh o T BE TR STz,

_10_
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BEUIBRTEELET - BROBE)

5.3 FNOHIBEIEICEB T DEIMER LI REN TV ReWnWT Ehbitd Lz,

5.4 305 BRTIX, HER2 RMEEF 2 XU L2 2 Lo bitdl Lz,

5.5 305 BRICHNT, LIS OS ORI T, PD-L1 FBLHE (TAP) 23 10 KD BH
L TR DHENRESNTND,
ZDTEDARFNOE IR 117, BRG] OHOGLHENELZHERT L2 L, 72, PD-L1 OA&IX
HKER SN R W E SR SURERE IR 2 D, TR 2 AT 50 HE TR E R

T OMRAE THERT D Z L,
<BE>

TAP (2B 2 Ry SE M IC H-S5 & PD-L1 B EURIL (TAP) BNCHRZRA 72 FHMNT 21T o 72 (B #& T
BT —% 202382 H 28085 —% v N47),

0S DA ZhERGE (305 7Bk, PD-L1 Z3LIRIA])

* : ” it N — R
POLIEAT | meW | oD Yo
0 0
14.1
TAP<5 e 227 (11.9, 15.6) 0.91
P+C 224 12.9 (0.74,1.12)
(11.3,14.7)
13.8
5 <TAP < 10 e 138 (10.8,16.2) 0.91
- PaC 127 13.3 (0.70, 1.20)
(12.0, 15.0)
225
TAP > 10 e 136 (16.4,26.4) 0.57
) P+C 145 123 (0.43,0.76)
(11.3,14.9)

*] 0 PD-L1 | EREETH » A IS S, *2 2 FEREAI Cox el Y — REFT /T L5 P+C & DR

3. RERUVRAE
(1) RERUVAEOES

6. FARUVH=E

GRAUIBRAFRELEST - BROBER)

INABRT TNV E R ATTF ORI T, @E, RAZIE, FALY X7 (Bix
T Z) & LT, 18] 200mg & 3 @B T 60 232 THIEHHET 5, DSAALERER I HE
L 7R TG UIBR R RE 72 T « TR O BERITH LTIk, AR ZEMEETHZ L TE 5, 2P,
MBI G- O BN BAFChIUX, 2 [BIHUEO 5 RHIE 30 43 £ THMCTE 2,
CREYIBRT R EST - BROBE)

it OFUEMEEE Al & OO HICB T, BH., BAKIE, ALV X7 (BEF#H#Z) &L
T, 1181 200mg % 3 HEFMEFET 60 /37T CAMEFHET 2, 723, HIEEGOIREMENRRIF Thi
WE, 2 [\ B LA OB E L 30 4y & TR TE B,

_11_




(2) AEARUAEDHRTERRE - IR

GRAVIBRTRELET - BROBRER)

[ BR AL [R) S5 AR FR C 306 3R &% O 302 SR D AE UKD & | UIBRANEEZR Jm pr 1T S LM ESCC
BEICR L, —RIBE & U TESE & DR B G U kIR & L CHACR 53 2 ARF O HELE
B, 200mg 3 HEMFE (Q3W) THDHZ L aMEE LT,

AAl 200mg Q3W & VEERIE Y ARSI L 7ok 7L (ICC) OfFRIZ X 5 —wipikix, 77 &R
+ICC L THE OS #EF, PFS #LF J2 OV ORR e #, W ONZZEIHIE O i 7.1 » H &~ L
Too FETz. AH 200mg Q3W D HME 512 L 5 ZkIpHIL, ICC L X THEXR OSILE, PFS LR
SOV ORR 3, A ONCZEh M O P il L 7.1 » H &R LTz,

306 BB LN 302 HEROWT UL, BARANTH RS FERO A MER NLEVEDRRET S, BAAN
EANEINT PK DEIT A DI o T,

PLEDG . TRIGUIBRARREZREST - BRSO RERE ] (3T 2 AF O ML - A&, 11 [ 200mg % 3
TR RR A ERE) N LB 2 b, ESCC ARG L Lz —RIBROLGAEIL. 306 BRI
HASE 70 Fa T VROV AT IF o EOMHICB T, #@F, KA, FALY X~7

Bz z) & LT, 18] 200mg % 3 i MFE CAMEET 5.1 & L,

ESCC # X% & L IR OGEIEL, 302 BBRBARICE DS & [ AL FPIRIER ITHE L2 IRIGY)
PRAREZRMETT - BRSO BIERICK LTI, AFIZHMEETHZ L TE D, ) ERELE,

F7-. 302 FBR KON 306 RERICE VT, AH 200mg & Q3W THG- L7- & &, HIEEGHIT 60 7L
BT AR L. ARMESBLACHAUT, 2\ H LIS 54 30 4 £ CREMEEE L Lk
DLEEMEVRFIEN TS T, KREL LT,
CRREYIBRT R EST - BREOBRE)

EFRILRISE IR Th 2 305 BRIV T, ALFHIERED 22y HER2 MO UIFRARNGEZR AT - 7
O G/GET I B 1oxt L, —WiIGHE & L IR ERT N B E 2 L ISR U5k & DR B
G35 ARKKNOHESEH &1L, 200mg Q3W TH D Z & Z kst Lz, AHK200mg Q3W &AL HIED I H
WX DIREIL, 7T BREALFEE L THER OS #EK, PFS £ K& O ORR o3, W NI FRER)
oLz, £72. BARANTH MR E RO A DML OV Z 2N RE S vz,

PLED S, NEmYIRARE/EST - BROBE] (ST 2 AR50k - HEL, THoFuEEEEA]
EOPHRICB VT, @, AR, FALVY X~T7 (EEFf#z) & LT, 18 200mg % 3 i
MR T 60 2223 CTRIEFHET 5, 723, WG OEREEN BRI ThivX, 2 [BIH KO 51
X300 CHMTED, ) & LT,

_12_



. BERUVRAEICEET IR

1. RERUVABICEEYT 5

CERUIRTRGET - BEOERE)
DR 2 M OHUEMEIESEANT 117, BRRRGHE ] OHONA 2 LIRS 5 2 L, [17.13 3]
(heRe @)

1.1

1.2

AFN TG LV EIERNRBE LEEICIE., TERE2SEIL, AROKREELEZBETDHZ L,
mIEH TR L&
R A 2 R Grade 2 D& Grade 1 LLFIZIEIE T 5 £ T, AHIZIR3E
T 5,
Grade 3 UL EXITFEFEM D Grade 2 DA | AR &2 1E4 5,
i RERRE AST % L <IZ ALT A EHEME EFR (ULN) | Grade 1 LLFICEIE T 5 £ C, AHI% R
DIFEE~SHELUT, TR E Y Ve R | 455,
ULN @ 15 f58B~3 fF L NI L7254
AST # L <X ALT 28 ULN @ 5 {58, X | KAz i35,
TR E U L E S ULN O 3 @8I L
T=%E
2 &R * Grade 3 DIFE + Grade 1 LAFICHIEST 5 F T, AHz2iK
o B JE KGR IE B RE  (Stevens-Johnson JiE g pED
BEHE) SO R R R AR SE | - SIS T TEN REEbiL 554121, SIS
(Toxic Epidermal Necrolysis : TEN) 73 Ni% TEN TIE7eWZ E MR IND F
Sbnsha TEEZHA LW &,
* Grade 4 DIGE AF 2195,
+ SIS 3% TEN 23388 b =54
K2 « T Grade 2 X% 3 DG4 Grade 1 LAFICEME T 5 £ T, ARAIZ K3
TBEY,
Grade 4 X |ZFFEMED Grade 3 DHE AHF &= IET 5,
fh 9% Grade 2 X% 3 DA Grade 1 LA FIZIEIE T 5 £ T, AHZIR3E
T B,
Grade 4 XUTHEFEIMED Grade 3 DIGH AH 2195,
BIBHERE R4, T | Grade 2 D¥E RAEUHRBFEIEICLIY Y Pr—L &
ESUN/Y N5 ETARFNOKRIEE BT 5,
* Grade 3 LA L DEIEHERER 2 IX THEIA | « Grade 1 LLTFICRIET 5 £ T, K&K
ROGE P HED,
< JEEME T RAROLE + Grade 2 LLFIZEIE L, H/EHFE
Ty e — VARG A BT
X, BIFEE AR FIEE %I
BEEZHBATX 5,
ERRUSNAOEGEITERE L,
FAR RS RE TUHESE | Grade 3 LA LA - Grade 1 LAFIZHIEST 5 F T, AHz2ik
S
- Grade 2 LLFIZIEIE L, FLHURIRIEC o
v hue— VRRER G S BIBEE RV
RIS BE S A B TE D,
ERRUSAOEGEITERE L,
FAR RS BEIR TE | Grade 3 LA E DA - Grade 1 LAFIZHIEST 5 F T, AH z2ik

S
- Grade 2 LATICEE L, AT CHiFRHE
Ty e — VARG A BT
HIVE, /I B A HIEE 1
BEEZHHTE 2,

LRSI OGE RS L,

_13_




&I 1EH] FREE*! ALiE

15 A Grade 3L X3 b7 R—3 2% 9 | « Grade 1 LLTIZEIET 5 F T, AHZIK

BRI D E Heg H Y,

-+ Grade 2 AFIZEIHE L, A >R KL
Tay bhr—LVHREREGE., LETH
i, Rz be—r ik s e i
BTx2%,

LRSI OHEITFERE L,

B RE R M7 V7 F =M ULN XUiFI_X—Z2F A | Grade 1 UL FICEET S £ T, AHI &R
YO 1SERB~3EU T ECHMLIGE | +23F0,

M7 V7 F =N ULN XF_—RA T A | K ZF LT 5,

O3 EEE TN 5RE

TSRS Grade 2 UL LD HE AHF =T 5,
Ao i Grade 2 D& Grade 1 LAFICEME T 5 £ T, AAIZ K3
TBEY,
Grade 3 UL LA AHF =T 5,
[FED + Grade 3 DFER DA Grade 1 LLFIZIEIE T 5 £ T, AHIZIR3E
* Grade 3 LA LOMIET I 5 —B XLV % | 55D,
—EEINO%E
Grade 4 D& A= IET 5,
Infusion reaction Grade | D45 C RO B 5L . T35 3 0§ %
5,
- B HIEEE A 50%EET B,
Grade 2 D& s RFNERES B,

« Grade 1 LLFIZHIE L7GA01d, BeGH
% 50%HE L C R 2 /BT 5, &
ElO G IREIL, TRHIEOFIHR G % Rt

15,
Grade 3 UL LA AHFE=H LT 5,
EREUSAOEIER | Grade 3 D4 Grade 1 LLFIZIEIE T 5 £ T, AHIZIR3E
TBE,
Grade 4 XUTHEFEIMED Grade 3 DA AH 2195,

%1 : Grade {3 NCI-CTCAE (Common Terminology Criteria for Adverse Events) v4.0 (Z¥# T %,

H1) BIBRERVEVAEZZEET 56 TEREZICAREG2H/RTLIZ L, RIBRRERLVECAORS
BRAG7> 5 12 RLANIC Grade 1 BUFICEITE L7RWGE . JUFRIBRERLVE A2 7L F=Ym
HT10mg HAHSELL T E T 2 BAUNICEE TE WEEIE, #552F1E352 L,

- —~
. B
k={1118
K

1.2

i)

305 B TIE. AH EALFFEO PR 5 O 2R OZ VRN S v, AL FRIEITERNICEE
ENTZHFPOLIRRYEMICE Y BE T LIGBIRENTZ, 202 NS, KFOB R M17.
ERARRRAE | OIEIZ Rk STV B EFRIEIC DD TRV LR T 558 E & LT,

302 #BR, 306 BB &L Y 305 BBRClE, S REEA EFRNREL L ZBEORIE, &P IEEOEH
FikwBEIMOHE L, % EEAERERIIH LT, IBRIBEOEY UK, &5 VIXEIE E
AT A RAIOBEG T A VE A FRRIESENFE SN, AAIR GO GERBAERS T Z
NOHOMBEIZE W EHAREEE X b, BRRBRCHER LZHEICESE, BERANRRIELL 2
Bt D LB IRIER R ORAN ORI, B H5-HIEFEOERFEE R LT,

_14_



5. ERERAUAE
(1) BRT—2/ 8w r—o

(IRABYIBRTELET - BROBEE)
EEAS
Eeas .
v Phase | BB Wam B A i
B (BAA)
OOURE | o | R SRR, | BSOS S o fﬁfA
91‘ gﬁ@ﬁ&ujﬂ\:ﬁﬁgﬁ X&iﬁﬁ@‘l\i@ﬁfﬁ ﬁﬂ;ﬁ%’;ﬁ%
102 35 - s o e frgenl e
EEHR. FERTR, | AR IS & N EST
SHE FI1/0# o e .y s 300 (0) PK/ADA
(HE) % Jiti i 2 [ 5 BR XXM O [E T B
i y: 75h
S06pUR | GBI ;gﬁgﬁ% EHFBNEO TR TIES | 49 (66) Ei&
e | R | 7 2R | R U ESCC oL
02 | W | SEEALL, LI DB ORFER | o o0 o
EIRIER | GRARRIT) | ISR HEFT TR ESCC PﬁwiD "
302 Bk SRR AL, P Gl A B 7 27tk
wbstudy | 1A | JEEHK. Sk ﬁ‘ﬁfﬁ;jﬁ C)é["ﬂ 10 (0) pan
[P St | PK/ADA
SEEH
Eeas .
R, Phase | BBRFF A e BBREL i
B (&L
2038 | | HFER IR, | AR O SR | e
(5h1) w SRR | ) R Iz detk
2045 | | BB IR | (CEREEOBLS PDLLBHED | e
M) S AR | IR R RS |- R el
08B | o | JEEBR IR (EEREEO 5 SRR | 0 o e
M) Sl R | I e hot:
Py =
I | | ;’f;ﬁ‘ [EHREEO b BRI | o o e
(41 Sikm |17 PO %4t
ABEYIRARELET - BROBE)
SEEAS
Eeas .
R, Phase | BBRFF A e BBREL i
B (&L
sosatm | oo | BRI e s (0|
EigtrE | L operaks | BPEO GIGEIREEH Fehet
SEZEH
Fe)
oy Phase | BBRFF Ao g BB o
2 K (R&A)
ORI g | SR R | DR R | o
% it % H (5] A ] B R -
(h ) Sk L FRER | BrEoO/AER. G/GEIREE O

_15_




(2)

R PR A ER

@515 1 HAEER (001 5XER)

HEAT U ERAYEET S B35 451 5 (5 6, ESCC BF 26 i) X5, ARFOLEMER OBREMEE
Bat U7z, BIAF/S— R 1 THEAK 0.5, 2.0, 5.0, & 10mg/kg @ﬁﬁ; T 3~6 il OHERE 2 FI D fF
JL 1Y A 2 A28 HiEE LC 2 IR (QQW) THH L™, /3— k2 TiX 2.0 X 5.0mgkg D
2ODMEZ 1Y A 728 HEE LT QW, 1 ¥4 7021 HRE LT Q3W THE L7Z®, /N—§
3Tl 200mg OFEEHEE 14 27121 A E LTQ3IW TH:H L7=, DLT 1T Smg/kg QW =214 — h
T Grade 3 D REZ (HE) 2N 1HEOHRZED HIL, MTIDIZITEE L 2o 72, 73— Kh 1 KOV— | 2
DOFERICHSE | IBHOHEL OHEIX Smgkeg Q3W & L, 9 EONANELZ AT HREFICHKG L
- VE)
ART 451 FIA 1 BILL EIRBRIEA & 5S4, 436 i (96.7%) ICAEFEFESENRD LI, BRI E O
HAGE TERWAEEFRGIL 261 #] (57.9%) IR b, ERAEFEFGITET (28.4%)., H.l
(24.8%) . BBHHGR (20.8%) HTh o7z,
DA EFEFGIL 1716 (37.9%) IZBDO AL, Mk 20 61 (4.4%) . FilEKE23 961 (2.0%) %Th
o7, IRREOEGHILICE ST HEFEFRIT 3961 (8.6%) 258D Hav, Mgy 741 (1.6%) % T
ol
B G5 ST LSBT (RBRER G4 T# 30 HET) OECIT 42 # (9.3%) ITRD L
A FERNTIREAEAT 32 1] (7.1%) . Z DMy 1061 (2.2%) Th o7z,

0 AROARES AL - ARE, @, kA, 18 200mg % 3 8T 60 /52T CHRlEFHET 5

Thb,

QByE 1 /T +ERER (102 RHER)

HEATEE O E B 300 ] (5B, ESCC B 26 ) Zxi4UC5E Lz, % 1 fH/3— KTl
FEREFHT 20 BIAA AL S, DLT 1358 b o7, B I TOHELEH &1L 200mg Q3W &
RE S, PKYTAZT 012 57 IO DFH S — b 223 Billc e G- ST,
HEFERGIE 1 F/— F R OFEINAH A= R &2 A8 T, 300 FlF 289 ] (96.3%) (258D HiL, 1R
L DORIH NS E TE RV ERSRIT 265 6] (88.3%) ITRD BN, EARAERERLIIZM (36.7%) .
TANRGXURT I ) bT A7 27 =8B Q1.0%)., 77=7 )/ bT7 A7 =7 —EHEN
(23.7%) HThoT-,
HERAEEGIL 85 (28.3%) ([THRD HAL, MigkH 11 61 (3.7%). EEIHAE Him 6 #1 (2.0%)
HThol, IBBROEEHRIEICEST-GEFEGT 33 4 (11.0%) 1Z@RD B, Mgk 4 6] (1.3%)
FTholo, BREEERG T SUTEHHIF T (eBEE&R L 30 A% X T) OIETIE 314 (10.3%)
IZER AL, FERIIHBET 1961], AFEFL 11H], KOARH 1l ThoT,

@ERNE I tA5tER (302 ER Substudy)

H AN DIRIRIED & 5 #EATOIFRRRE )UTHE B ESCC A 10 62 581, A#l 200mg Q3W THe 5
L7z, W5 10 FIAAA] 200mg % 5T DLT IZEEU T HAHEEFRN 2N L 2R LD T, 302
core study TD HARNDAHN D VLK OH &2 200mg Q3W ZHELE L 7=,

AFEFEGIT 10619 961 (90.0%) IZFRD HiL, R L OBEN S 2 HHFEFRIT 8 HI (80.0%) (TR
b oNT, ERAEFRIIEE (50.0%), I (40.0%) S THo7=,

EERAEFZT 6 B (60.0%) 12D HIL, Wik 3 #] (30.0%) ZETHY., MilEEKD 1 FliTiREREK
EOBEH Y RIS iz,

BREORGHIEICE ST FEFRIT 1 FUIHIBEENRO Hiv, RBREL ORESH Y &l S 7,
GRS OTEB IR GRBRIREAE G 30 HZ £ T) OXTITRD bhviehoiz,
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(3)

RAERICHRRHAR

B5VE 1 FEEER (001 FHER)

H Y

<FEIAH>

CEAT TEEE M E TR R E TOF AL U XN~ T DR R O EENE 2 T
%,

< IBAE>

CEEONRAMBRICRT AF ALY X~ T OFEES R L T 5.,

HERT VA

FEEM, FERI, &5 1A/IB HHFRER

PIES

HEAT SUTHERE M O [E T H - 451 151

ERRPUILHE

1. 187%LL DB
2. N 7o BEAETERE DN 72\ AR 7 SRR B LSRR S AV 7 AT SRR [
BhE AT 5,
FIAFE - BASEDOHIR L
EIBFE : LT O 9D AN - FE/ N fitps ., DNEGE, e, TR, 58
SR LR, . NY AR T o THAE. BERE. Zofon
Ao MR, e, BrERAN, AV Vi, AE, EREHRE
NG, MR LG, @EE~ A 7 oY T I 4 FARLEM (MSI-
H) XIiXDNA I A~ v FEEKEXE (AMMR) OEEH#E]
3. PRAFIESGHAR A $2 L FTRE CTd 5,
HIERBERE % 1 2L EA LTV D,
5. Eastern Cooperative Oncology Group (ECOG) performance status (PS) A 27 /3
1T Th D,
12 AR, EO&Rmnd 5,
o3 7r gt Re A LT D,
TR R 5% 120 A £ TOVRMZRMHTIEZ T2 BERH 5. F

»

T rpBRAM AL TE

ZOMDE 7 7 a—F AFURICK L, B ORBEUE KIS ORI H 3 5 B

2% 2 FELANIC TR BN MR B VRIS 23R8 8O B T2 R

PD-1, PD-L1 ODFEMIRREZ T 22 LB HEE

PD-L1, ~A4 7 a% 754 MARZEM, DNA ZEREIZRL T FHIAA 4~ —

B —MEED D VIEEMED 7912, o> PD-1, PD-L1 O ek B~ D Bk F

UEZ i T S IR

THEWED B R BT F OB RO 5 5 BE

6. MBI L 14 BUWIZ, 2T axT oA RUTZEOMOGEMHFNIC L 5
BEIRED VB RE B T 5 BE

7. VB OO X IEEGAE iR O 2 F 5 5 BE

8. HIVERDIRIE L H 3 5B

9. IBEA TS HBV T HCV YN HD b - B, %

AL =00 o

()]

BT ik

%5 TA FH

= b1 USRS R O SRR - AR 7R 343 T A &2 — AR L,
AY V==V 7T CTh o7l 3~6 FIOWHREIZT AL ) X~ 7 #BthH &
0.5mgkg & LT, Q2W T 1H A 7 % 28 ARl & L CHARNZ ST &L
72 VA 7L 1 O DLT BEIZEESNT MTD MR E SN D £ T, XiT 10mg/kg
EFCTHEWYE T L L LT,

N=12 (BEAT Y 2— AR - =M1 TORGHIESEHRE L&

(2.0 XV 5.0mg/kg) T, Q2W UL Q3W D 2 DDA ¥ 2 — /)L T4 20
W ARN G LTz,

SN— k3 (EEHAERRZY) : MTD 2B 2V ETHE (200mg) % 1 VA7
JLZ 21 A E LT Q3W T 10~20 BllC kN G54+ 25 2 L & LT,
55 IBFE GEGHE R

N—= R 3 EWAT U THER L, 330 BIOHERE ITIERIEL H A/ S— F 1 L UUR
— bk 2 ICHESEREINTHELOHE (Smg/kg Q3W) THARNE 5325 2
e LT,
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AFfMiE H

T E A
BIAM etk (FEFERS)
% IBfH : ORR
BV
% IAFH : MTD %%
%5 IB A : PFS &

i AR

(MTD)
FHIAFH N— N LIZEBWT, AFORERG B G5 21 H H £ T2 DLT 7T
&S, RN Sz, EOREE, Smgkg Q2W BET 1/6 f5] (Grade 3
DORIGHR) IZBWTDLT 25380 bz, MTD IZIFEEET, FHIAFH S~ K 1
KOS — |k 2 OFERIZESE, B IBHOMIE - &L LT Smgkg Q3W 72353
wani=,

(k)
SAF T@D ORRIZE, 13.3% [60%1] (95%CI : 10.31%, 16.79%)] TH 7=, CRIZL
8B (1.8%). PRIX 52 % (11.5%) THER STz,

(22 4=Mk)
HERERGIILIRT 436/451 B (96.7%) IZFRD Hiv, 1RERIK & OREN K E T
X VEERERIL 261/451 Bl (57.9%) (Z388 Hivlz, F/REGUIE YT 128 H#
(28.4%) . Hol> 112151 (24.8%) . RAKIBGEE 94 5] (20.8%) HFTh o7z,
HERAEREGIT 171451 B (37.9%) T8O Lz, {RERIE L ORE# 25
TERW 2L EOEE LA ERGIT, MlEE? 8 Hl (1.8%). KIFKN 5
(1.1%) . ZEED 441 (0.9%) . FFHR. FEAICHED BSOS, FERBEMES RT3 R—
VA, ROV BERBE NS 261 (04%) HETHo T,
BRI DB 5.0 EIZFE - - HEEGIL 39451 5] (8.6%) IZFRH LT, 2 HiILL
FIZBOONTEEBREOBRERILICET-AEES T, MEER 7 4]
(1.6%). TANRGELVEET I ) NI A7 x5 —BHINN 44 (0.9%). 75
=272 N T URT =2 T —BRIME OYEAICEE D BUGAS 3 6 (0.7%). K
W B O 34 2 51l (0.4%) HFTh o7z,

(4) HREERYEAER
1) BRI

GRABVIRTRELGET - BROBER)

E Rt R 306 KB D

FKGREEREMER & U CRE A U 7= Hp BT OB EL &t 3 & So i
T—HXJ AT H 202242 A 28 H

H i YIBEARBE 22 AT T B3 TR E R B (ESCC) B & XfRIZ
WiEHE L L CORB EALFZRIEORE LD 0S 27T R &15%5%55@1#
G L L, FHMET 5,
HEBRT A MEAAL, 77 B Rxi, “EHEMR, [EEEILE S IR
PSES JRATHELT TR ESCC B3 645
(AHIHICC BE 324 5], 7 F & AR+ICC BE 321 )
TR L UE 1. 187Ul BB

2. RELRA GRAkRA) (M-S & ESCC O T2 &% 1 1- B

3. WIEIBWIRRZ, 27— IV OYIBRAHEE ESCC o b= B3, il %=l
7T FF BENAR— A DALFIRIEC L DR - IR B IE A2 T T2tk 6 v H
ui@ﬁﬁﬁﬁﬁﬁ%éﬂ%ﬁﬁ\%Wﬁﬁﬁ%ﬂ@%%ﬁ%ﬁ

4, RECISTvl.11Z 26 SNZHIE ATRESR A UL AT RER A 2 AT S RE

5. ECOG &5 khE 1MT@$%

6. ME/EZEIT ORI 14 HUNIZ, BRRAEMIC XV +o2liastée s A3 5 2
LR ENT B

7. A F~— B — OFIIZF T & 287 72 AT BB S AU 72 R R AR ST AR AT R
RikEHETHZ &,
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R AL UE

8. WEARFIREZRMEIE. IRBRMIMI P, B Gk 120 HHLL L, ALk ORrk
Fe5-1% 180 HRILL LR O @V EEEEZ i d 2 BEN OV . BAER T T
D7 B UPIEIIEEIRIR A DS 2L TR TR b7,

9. AFHREN N B> D BRI, GBI, iS5 120 HFEL B, fEFREO
&P G% 180 HIAILL LB RO @ ik 2 R4 2 BREN 2T iTe bl

irany

AN

T rnBRAM AL TE

TRBR IEHE BT E I HUE Sz 2 AMEFRRIE O WIS bl S 720 R

UIBRAHE, JRPTHEAT A8 ME X HERAME ESCC OB RIRIEN & 5 B

TRBRSE B BB AART 4 BRI LAPNIZ. ESCC IZ X LSBT IRIR 252 1= B

O RNRD b HERE (Bl K[E UL RIE, KER)

BEMRIO R U — U TN RLE A BT 5 2> b a— L REEOMK, LER

R STk 25 % BE

TRIFERIGDOEEREREDR e A9 5 BHE

PD-1, PD-L1 X% PD-L2 DFEWRIFEZ =T 122 &R d 5 BH

TEEME ORI - BAE R X o b o — L RRER NS 2 A 5 B

TREIVE B Ok BOUT R O ARENMEN B 5 B O R B ORI 2 4 5 B

0. MEAEZEILT T ORI 2 AR LANICTE BN IE EEVEIE S 2338 8 & 7= g

1. EEAEITET 14 HUWIZ, 2vF 32T aA R XUXE OO G Al
XD EH RN LB REE AT HBE

12, BV PR B, FRIG i ge . SUIIRRAEE, AR REZEirar b
— VB 7R R B ORI & 5 B

13. JEAE BT AT 14 B ANIC RS FURETRE ., FIEETGRE, I Y A L AR
BT LY GERIEE A2 S Te) P b B

14. HIV &G DR 2= 5 B

15. A2 BILT T AT 28 B UANIC 25 Ml E B9 5 K P& 7 B

16. RIFEEMIR AR RS 22 T2 L 0 b b BE

17. 20T 7 7 a—F HuRICx U, BEEOWRBUERILOWRIE 269 5 BFE

18. IR 3 o Lotk

19. JEERFE D WIEIFE 571 14 B SUTIEBRE D /I 0 5 (50 (O FhniEng
O LINIC, (BFEE, il ([ ¥ —uaAfxr A ¥ —Txn
V. VA ETUE) IS OIRERIGR & 52 ) T B

20. {RBRFE Y R AT K o TYHIBR AT RE XU B AR TG CIE M fTHE & S 7= RpTEST

s, %

kW=

gl S S

BT ik

HEHIR (RARUSNOT T/ HAR/Zofoisk) . RiGgraEE (/7
M) . K ONRBRE Y EAT S IR L 72 b FEE (ICC) (A&AI K 7 v A ey
IVUREAK S ASBFINR O Y EXxE) AREBKEE LT, 1:1 DT
ARHFHICCHEE L 75 RHCC BEIZEE/EAL LT,

AFINET TR &Y A 7LD Day 112 18] 200mg, 3 BRI (Q3W).

FRN 5

IRBRIRIIL, BT, PR CE 20 aEtE, It ik EAEICEE Y 35 £ Tk
e Lz,

REAE

TEIHMLER  0S (TT4£M)
FIREHEIEE : OS (TAP 728 10%LL R4y 55 H)
PFS (ITT 4. JRERFL Y = AHIE)
ORR (ITT4E[]. 1B EERHH)E)
DOR (ITT4E[H, TRBAFH Y =i &)
HRQOL (ITT %)
et (FEFR %)

F AT

pa(lt

HMEDOMENTIZ, ITT £ (EIEA ST 2WBRE) . LMo i &
TR EN (BRI Z D7 &b 1RGSR -2iiRE) 2 v,
FHIHIEH CTH D ITTEMTO OS 1X, AEAEKYEE 0.025 THE LT,
FMEHTIL OS % FER] Tl L7-,
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T At

ali

BFE SN HER R (727 /0o ) | RIGHIRRE (F/#), kO
ICC (A&MA+T7 VAR E Y I VU RIEA AGRAR 7 Y ZXEL) I2XD
stratified log-rank #% /& & I\ THRUE L7z, HR & OV O[] 95%CI % [F] U Je Bl K1
\Z X 5 stratified Cox [FIJFET AN HHETE LT,

OS DEFERT O BEEA X2 ML 488 TH VD . ZD 87% Th 5K 423 11378
D BB E TR T A T D & & Uiz, EEEO BN TIL. 0S A v
N3 422 B HAVIZHE S CTHEME L, EBRD 0S A4 X MRS < 1l p D
BT 0.0144 Th -7~

BIREHHIEH 0 5 b, GBS ERRHEIC X D PFS, GBS EHHEIC L D
ORR. TAP 7% 10%LA LD T 0S. HRQOL % Z DIEIZERBET S Z
LE L, BARTRPSTEGARIIZOMEEE CTREATIETSZ & & L,

OS X ITT M Zxt& ok (DRAARLSOT T /AR T, @7 7T/
Z o) . AL (AeRE+7 LA e ) 2 DU REA S AEefIF+ 7 ) &
F¥/L). ECOG PS (01). 4Ffin (65 m A, 65 il b)), MR (&t %
PR RS GE A SUIBIERRERE IERYEE) . AN (AN TV 7 ALORZED
fi) . REGHANREOEBORIE (RFTHEST E8) . RIGHIERE (B /),
R—2F A @ PD-L1 FEIRI (TAP=10%, <10%,/ ~¥) BloH 7 7 L—7F
ENT 24T > T2,

REA 5L UE OS : HIEAL AL A GERIEIRT DY) F TOHR
PFS : MAEAL H ) HHE1T (PD) DRANCA LIV H XIISETE B GERIER 7
V) OWFTIREW G F oI
ORR : CR X|Z PR M3 b V7= B E DEIS
DOR : CR X }& PR BN I HILT- RN B PD B ERANCH BTz H XIXFET H
FERNZRID720) OWF RN T £ TO R
it R (R
AN

EWERE TOERO PR (GFPH) X 640 26~84) WMThHO ., #HHRED
51.9%7% 65 AT, 86.7% N BIETH o712, %< DWERE (74.9%) 17 7T )
DHBAN SN, HERE D 67.2%IX ECOGPS 23 1 Th-o 7=,

TAP 78 10%LA b O#REREEIE 1 34.4%. 10% K1 49.2%. AL 16.5% T -
726

EERE T OREZE D S RERFE AN £ TOWF ol GEEPE) 13 2.30 (0.1
~155.9) # HThHolz, BAELALKRICHRNDCIMER TH 5 2 & PR S iz
AFIHICC HED 1 flabrE, 2EBRENRER LB THoT-, 1EEA LD
B (86.4%) XA ANFRCIEBE A D, BREMAEIT, 24.8%DH5RE
22 AT, 174%DEREN 3 L ETH o7z, b S0 - BB
PE(52.7%) THY . IWWTHE (38.8%) . ATHE (22.3%) DIETH -7, R
FHD 13.6% N RATHEIT TH - T2,

TAP 23 10%A00 OB ZEI A 1%, 7T BRHCCEE (52.0%) T~ TAAKHICC
B (46.3%) T o7z,

HAN
EHARNTOERSO P RAE (FFH) 1X 67.0 (42~78) mThH V., WrED
40.9%73 65 AT . 89.4% N B ThH o7, EE D 22.7%1F ECOG PS8 1 T
HoT7,

TAP 78 10%LL FO#EBRZEIA 1T 28.8%. 10%AKT 1T 57.6%. A1 13.6% T -
7

EEERE TOYEIZE N SRBREAN L TOHM o PR (EPE) 1% 11.06
(0.2~1559) # A Th o=, 1FLALEDWERE (97.0%) IZRBIEAFIUEE A
BN 5, 43.9%DEEBRE ITIEBENN 2 # T ETh o7, b Eh o i
BEALIL Y 38 (51.5%) THY ., IWTH (39.4%) . ATl (24.2%) DIET
Hot-, WERE D 3.0%N[IET TH - 7=,
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i R

(F%hHE)
FEEMHEE - ITT£MTo 0S
THEFHMIE H CTd 2 ITT M To OS O H T OFE S, YIBRARE 7 RS T X
XM BSCC O—RIGHE & LT, ALFEIE~OARF O EFet o L 2 EiE)
NE AT,

OS %, 77 BHR+ICC Bt & LE_XTARAIHICC HECHE R EE R LTz, Stratified
Cox [HJFE T M LD 0S DT T & R+ICCEEIT 5 D AAHIHICC BED stratified HR
(95%CI) 1% 0.66 (0.54, 0.80). stratified log-rank & 5 p I 0.0001 A
Tholo, OSOHFIAE (95%CI) 1%, ARANHICCHE17.2 5 H (1585 H, 20.1 %

H). 7Z&8F+ICCRE106 # A 93 % H, 121 45 H) TH-o',
0S (306 #Br, ITTH£MH)

. " AAI+ICC £ 75 & R+ICC B
POEEiE (N=326) (N=323)
ARy R (%) 196 (60.1) 226 (70.0)

JERI AT — REE (95% CI)
pfE &% log-rank BE, Al p fi)

0.66 (0.54,0.80)
<0.0001

FofE, A (95% CD)

17.2 (15.8,20.1)

10.6 (9.3,12.1)

6 # AREROALFE (%) (95% CI)

12 » AREROAEFE (%) (95% CI)
18 » AR DAEFE (%) (95% CI)
24 5 AREROAFFE (%) (95% CI)

84.3 (79.8,87.9)
65.0 (59.4,70.0)
48.6 (42.9,54.0)
37.8 (31.9,43.6)

773 (72.2,81.5
449 (39.2,50.3
34.5 (29.2,39.8

)
)
)
25.3 (20.1,30.7)

OS ® Kaplan-Meier i

(%)
1004

(306 FRBR, ITT )

* TRBRE S EATEELC L D PFS

BB EEEIEIZ L A PFS (306 3RBR. ITT4#£MH)

o

90
-o- FHHICCE
80 TS5 R+ICCE#
704
% 60
7;{ 50—
* 404
30
204
104
O T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 398
IEHTHAR
No. at risk
AHI+HICCE 326 300 264 236 201 178 136 90 58 34 14 6 1
FSERHCCE# 323 285 239 176 135 115 91 63 40 25 1 7 1
R AR 2 H

. " ARHIHICC B 7 F & R+ICC Bt
PO iR (N=326) (N=323)
ARy (%) 220 (67.5) 254 (78.6)

JERIAY— R (95% CI)
p il &% log-rank BE, F{HI p fi)

0.62 (0.52,0.75)
<0.0001

P, A (95% CID

7.3 (6.9, 8.3)

5.6 (4.9,6.0)

6 # BRSO PFS (%) (95% CI)

12 % HERED PES (%) (95% CI)

61.1 (55.3,66.5)
30.0 (24.6,35.6)

445 (38.6,50.2)
15.7 (11.5,20.4)
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i R

TRERHE Y E A EIZ & B PFS @ Kaplan-Meier Hi%# (306 38, ITT£H)

(%)
100 74

90 - -~ AF+ICCE#
TS tR+ICCE
804
am /07
1B 60
E 50
F 40
$ 30 -
20 oo
104
0 T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 38(R)
IEMHAR
No. at risk
ARI+HICCEE 326 249 168 101 73 59 38 32 18 12 5 3 1 0
FStR+ICCE 323 212 19 62 36 25 17 10 7 4 1 1 0 0

« JRBRTH Y AR E I & D ORR
TEERE Y BB EIZ X A unconfirmed ORR (306 RB2. ITT£M)

AHIHICC FE 7F & R+ICC
(N=326) (N=323)
ORR, n 207 137
ORR,% (95% CI) 63.5 (58.0,68.7) 424 (37.0,48.0)
pfE (&% Cochran-Mantel-Haenszel f# 7 | <0.0001
Al p fiE)
BOR,n (%)
CR 15 (4.6) 8 (2.5)
PR 192 (58.9) 129 (39.9)
SD 83 (25.5) 122 (37.8)
PD 13 (4.0) 42 (13.0)
FHm A RE 23 (7.1) 22 (6.8)

« TAP 7% 10%LA_Eo#fBr#E T D OS
TAP 7 10%LL EDOWERE 1T, AFI+ICC B 116 B, 7 F BR+ICC B 107 T
HoT,
Stratified Cox [HlJFE T M2 X B 7T & R+ICC BEIZ %9 5 AKHF+ICC BED
stratified HR (95%CI) 13 0.62 (0.44, 0.87). stratified log-rank f7EZ & 2 F-4
p fEIZ 0.0029 ThH v | FFTHE L 72 BIKEHME B O F I E DA KN 0.025
% Flal->72, OS OHFHRAE (95%CD) (X, AAFHICC & 16.6 » A (153 » H,
244 3 A), 7T BFRHICCEE100 4 H 86 A, 1335 H) TH-oi,
F72. TAP 23 10%A OPERFE i OB OPERE TH . AHFIHICC #ED OS D
FIEIZFNEN 158 v A (FSERHCCE 104 5 H), 2375 A (F5%
AR+HICCHE 117 % A) THhoT=,
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i R

N—=2F 4 D TAP H 10%LL L OHKERFE T D OS O Kaplan-Meier HifR

(%)

(306 3RBR. TAP 75 10%LL EDERSFEE)

AAEIHICCE (n=116) 69 16.61n8(15.3,24.4)

FSERHCCR0=107) |

10.0n8(8.6,13.3)

HR(95%C1):0.62(0.44,0.87) & 58 ZHEE L I 2EHICoxDBETIL

p=0.0029. $E = ZEBUIpfl. BRI0T SV I18E

100
90
80
70
2 60
£ oo
= 40
304
207 - FAIHCCE
10 FSR+HCCE
0 ; ‘
0 3 6 9
No. at risk
AHI+HICCEE 116 110 98 87
FSERHCCE 107 97 82 57

76
43

- JRBRFEL Y EATH]E I KX % DOR

70
38

18 21 24
EHAAR

48 29 18
32 21 13

30 33 36 39(8)

BERHE Y EREEIZ L 5 DOR (306 :RBR, ITTH£M)

AFI+ICC B 75 & R+ICC B
(N=326) (N=323)
Al 207 137
DOR H4&fE, A (95% CI) 7.1 (6.1,8.1) 5.7 (4.4,7.1)

6 » AZFE (%) (95% CD)
12 % A=k (%) (95% CI)

57.6 (50.2,64.3)
31.3 (24.6,38.2)

46.0 (36.9, 54.6)
18.7 (11.9,26.7)

H

ANER oy B L e
oS

R OFT—2 vy bA 7 ETIZ, ITT £HDO BAN (N=66) THRALT-
0S £ X2 M 33 fF [AHFIHICC B 13 11 (39.4%). 7T BAR+HICC & 20 1

(60.6%)] TH T,

Cox [l EF MIZ X 5D OS @ unstratified HR (95%CI) 1% 0.49 (0.24, 0.99) T
HY., T TERHACCHEE L LN TARAHICCHETHLE Y A7 N SI%IE T L=,

OS @ Kaplan-Meier Bif} (306 REX., ITT£H-BAN)

AAI+HICCE¥ (n=33) 13 FREZE(17.6,NE)

BeRHHFHD
)

20 -~ AHIHICCE
10 FSERHCCE

FSR+ICCE (n=33)

20 | 15.158EO0.ND)

HR(95%CI):0.49 (0.24,0.99).

RESFEHEEEIHHERICOXERET IV

0 2 4 6 8 10

No. at risk

AHI+HICCEY 33 33 3 30 29 29
TSERHICCE 33 31 27 26 22 20

28
18

T T T

14 16 18 20
EHFHAR

26 25 19 13
17 16 12 7

24 26 28 3031(8B
2 1 1 00
2 2 2 10
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i R

< TRBRFR Y EAREE I X D PFS
77 & RHICC BEIZ %9 D ARAI+ICC B D unstratified HR (95%CI) (% 0.78
(0.46, 1.33) THYH. 77 BHRHICC B & LN TAHRAHICC BETIX PFS A~V
MU R 2%IKTF L7,

TBBRI Y E AR EIZ L D PFS @ Kaplan-Meier Hif#
(306 A8, ITTHEM-AAN)

AHI+HICCEE (n=33) 27 6.808(4.4,8.4)

FSURHCCRN=33) | 28 | 45n8(41.67)
HR(95%C1):0.78(0.46,1.33) 5B 258 £ 3 B3 FRICOXTRET Il

BN HF et

-o- AAI+HICCE
FSER+HCCE

1BHHAR
No. at risk
AHIHICCEE 33 31 27 23 23 2017 11 9 7 6 5 5 5 4 4 4 4 2 2 2 2 0
FS5tR+HCCE 33 32 26 24 2315 11 8 7 7 4 4 3 3 3 3 3 3 1 1 0 0 O
e
(Z24x1k)

HEFRIIAZHICC BET 323/324 #l (99.7%). 77 EAR+ICC BT 319/321 f
(99.4%) IZRD LI, IBRIGELEOEE LY OFEFRIIETNZENORET
313/324 % (96.6%) (HA A 33619 31 & 5&Te) . 309/321 %1 (96.3%) (HAA
33 fH 2 flEETe) IZRO LT,

FHENED 30%LL EOIRBRIREEOBELH YV OFEFLIT, WL bAM, 44
HERED . B EREGED . BAREOR, R OVELTH -T2,

AAEEDOEHED  OFEFRORHEIG L, AFHICC FET 698% TH -7, %
BEIAN 10%LL oG L, Ak OCHUIRIEREIR TIETH - 7=,
BERIBEELEOBEEH VDR TICE>T-AEFERIT. AFHICC BT 6
(1.9%). 7T BR+HCC BET 4 4] (1.2%) IC@EO BNz, AFIXITTF TR E
DOBE D Y DR TIZE > A EFEFLRIL, AHFIHICC #ET 5 6 (1.5%) Lmb%
v. BB, EEEE I, O, BRI, FRAE (K 1 ) T
Holz, 7TERHICC FETIE 2 #l (0.6%) IZFRD I, FELE 2 H#l) THo
720

TBERIGE S OB EH W OBERNFEERLORREES L. AFHICC BT 29.3%
(95 %), 77 BR+ICC BET 19.3% (62 #) TH-otz, AAIE OBEED Y OE
ERHEEFRRORIE ST, ZIK%IJHCCEiT 19.4% (63 f4]) T2 HILL FIZis 5
Ni=FGUL, Wik (7). ik (66, TH (SH). BIBHEERE @H),
KGR L OB (4% 3 61) ., f%'«@%fﬁﬁ% TI3=vT ) RN T AT 2T —F
BN, 7ARGEUBET I ) NT AT =T —BHEN, EBREICHE. i,
FEVERT . M OVEL (%260 THhotz,

IRBRIBE O ILICE S oG FERFLORBLEIGIL, AAHICCHEET 31.8% (103/324
). 77 BAR+ICC BET 22.4% (72/321 Bl) THHo7-, KRAHICC B TAHFI O
HHIEICE > T-AERROESIL 13.3% (43/324 f5]) <., Miligdk (8 ) ZBR
X, WTNOFESE I~2 6O TH -7, MilEKITTXTEAFE OEE D Y
EHIBT S T,
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(EE S WFNOLORETREEIE 5% LORITER (306 3B, SAF)
. B (%)
(PT: Preferred Term) AFHICCHE 77 EFHACCH
(MedDRA ver.25.1) (N=324) (N=321)
4= Grade Grade 3-4  Grade 5 4= Grade Grade 3-4  Grade 5
2RITEA 313 (96.6) 217 (67.0) 7 (22) 309 (96.3) 206 (642) 6 (1.9)
2. 173 (53.4) 47 (14.5) 0 155 (48.3) 41 (12.8) 0
I FRER B 153 (472) 99 (30.6) 0 152 (47.4) 105 (32.7) 0
P R Es 143 (44.1) 35 (10.8) 0 157 (48.9) 50 (15.6) 0
Xt Bl 116 (358) 9 (2.8 0 115 (35.8) 7 (2.2) 0
) 112 (346) 8 (2.5) 0 130 (40.5) 5 (1.6) 0
KM MERE =2 —u1 73 (225 10 (3.1) 0 61 (190) 7 (22) 0
INF—
T 63 (194) 9 (2.8 0 59 (184) 5 (1.6) 0
M MR 60 (18.5) 9 (2.8) 0 54 (168) 3 (0.9) 0
i ESE 58 (17.9) 0 0 63 (19.6) 0 0
A% 58 (17.9) 13 (4.0) 0 47 (146) 71 (2.2) 0
A 57 (17.6) 4 (1.2) 0 74 (23.1) 71 (22) 0
I W BRI E 52 (16.0) 23 (7.1) 0 46 (143) 31 (9.7) 0
W5 48 (14.8) 13 (4.0) 0 53 (165) 8 (2.5 0
IR 46 (142) 1 (0.3) 0 45 (14.0) 0 0
M7 L7 F=2800 43 (133) 1 (0.3) 0 28 (8.7) 1 (0.3) 0
TANRGRUEET I b 42 (13.00 5 (1.5) 0 29 (9.0 2 (0.6) 0
VeSS
{5 42 (13.0) 0 0 41 (12.8) 1 (0.3) 0
TIS=VTI Ty 41 (127) 5 (1.5) 0 33 (103) 5 (1.6) 0
AT =7 —E
&) Y 7 A ingE 41 (12.7) 22 (6.8) 0 33 (103) 10 (3.1) 0
(YR 41 (127) 6 (1.9) 0 50 (15.6) 3 (0.9) 0
KH Y v AifsE 40 (123) 18 (5.6) 0 24 (75 9 (2.8) 0
A7) i 37 (114 4 (1.2 0 39 (12.1) 1 (0.3) 0
&7 V7 2 e 36 (11.1) 0 0 25 (7.8) 0 0
T SRR 34 (105 1 (0.3) 0 40 (12.5) 1 (0.3) 0
FOR AR REAR 34 (10.5) 0 0 14 (4.4) 0 0
9B 34 (10.5) 0 0 19 (5.9 0 0
M ifn R iE 32 (9.9 8 (2.5 0 29 (9.0) 10 (3.1) 0
B2 29 (9.00 7 (22) 0 18 (5.6) 0 0
0 PR 28 (8.6) 3 (0.9 0 19 (5.9 0 0
e UL e 25 (1.7) 1 (0.3) 0 2 (6.9 3 (0.9 0
K~ 7327 AffE 25 (1.7) 1 (0.3) 0 21 (6.5) 2 (0.6) 0
1/ N IS 24 (74) 4 (1.2 0 22 (6.9) 6 (1.9) 0
U BB 23 (7.1) 6 (1.9) 0 24 (15 7 (22) 0
ML RSN 21 (6.5) 0 0 14 (4.4) 0 0
&7 v — L IfgE 21 (6.5) 2 (0.6) 0 18 (5.6) 0 0
il 2 20 (6.2) 4 (1.2 0 8 (2.5 1 (0.3) 0
727 —EHn 19 59 7 (2 0 16 (5.00 3 (0.9 0
RAEiH 17 (5.2) 1 (0.3) 0 23 (7.2) 0 0
FEEN 17 (5.2) 0 0 14 (4.4) 2 (0.6) 0
VUl fi g 15 (4.6) 0 0 24 (71.5) 1 (0.3) 0
Lo-o< b 14 (4.3) 0 0 19 (5.9) 0 0

) ICCITIE, A TORBNE L RRDIEFRIEDETEND 2 Lb, ABORMNLELSZRT L L,

_25_



EfR L [F 302 5HER 2
HRARAT D B A Fr ik
FT—HXNy A T7H 2020812 1 H

H Y

Intent-to-Treat (ITT) £ % %512, EITUIRARRE SISO B E R L
(BSCC) BEFICWRIGIHFE L TAAlZHRE LI L E2D 0S %, BB Y EAMA
IR LA FEE (ICC) &5,

BT A

BAERE, FEE R, EFRIL R AR

POES

—WRIBHE R SUTIEER% (CH U 7= AT R e S s ESCC B 512 4]
(RFI#E 256 i, 1CC #E 256 1)

EEPILE

1. 18 ETHDHE L

2. BiER ERE (ESCC) ORWris ke LT\ 5,

3. HEATPEUIBRANEE /H5B Mt ESCC 12X 2 5 SR IRRE R I 0 b IZEE
DOHEENED BT,

4, TEAEZEIT T AT 28 B LAPNICE1R5R I 2 BE OTR B Y 2/ B B RHE 23
RECIST v1.1 {232 ZJEFRE FHM FTREIRZE DS 1 DLL Ed 5 &l L 7=,

5. BEEAETTENCBWTECOG /XY =<V ART—HX AN 0T 1 TH 5,

6. MEAEZAEILT AT 14 B UNIZEERRE T — & DLLF O ILHEZ 7=,
- HETEF P EREC (ANC) 21,500 #/mm?
- [/ 3 >100,000 41 /mm?
« NET B E Y 29g/dL XE >5.6mmol/L

7. HEERERIARIEE S (GFR) 7% >30mL/min/1.73m?

8. MFUETIREZR LR IR IEAE BT 7 HRICEB W THLVEEER AR TR TR
X767, BB IO IEIRRE L Z T 2 EENR R T IER 570,

9. HFHEESI DB D BIED 5 b WEIRATRER Lt 2 i 72 X — N —IZ R B
WL BRI, BEERG ML LD 120 BEIEONT ICC DRG0
A Y 180 HIFIZOZV . BRINED @WBHTEZ W2 T 72 572

irany

AN

ERERANLUE

TRBRSEH M TR E LA HRIEO W T hunicxt L TREK CTh 5,

HEATMEHRB P EYIBRANEE ESCC Ik L C 2 DL Lo 2 H 1G22 )7,

TREREEPE BBHAATT 14 H LAPIZ ESCC T %4 2 ME A i S ia iR 2 5 ) 1=,

IEVELEITTRT 6 & HLNIZET 2 HEILEZE LKL SUTE AL ST RENRE

HEOBENRS 5,

5. RIERAETALCHERET 285 (B, KREIARCSUIEE) ICHEENRBE L Th
D, BRIEICEVELOY AT NEE D ERBREYEN AN LT,

6. 2 b — L REEDOMAK, DEEITE. IINEKRNH Y | SR PRR 2 LE
LT 5,

7. hoe MEE 7 v —F L HURIZR T 2 B E OBBUK G % BITER D 5 T
FICHEELND 5,

8. PD-1 XiXPD-L1 Z4EH & T DIREORBRMNH 5,

9. R—=RF A FETEELTWRWIIZEL TWARY GBEOHAIGFIZ
X 5) BHEERD DHERE

10. EAEZ BT /O 25 2 FERNCTREIWE O B IR OREER H 5,

11 {EEIE DI XUTHRIE A~ DI 3 8 5

12 3FEMED B CRERBREZRT 5, UIEROU 27 BNE0E R EDEE
EnH 5,

13. BEAEAEILT TR 14 HENIZ 2V F 2 AT 1A K XIXE OO imEFIc X
HEFIERAEVEL LIZREEHT 5,

14. AR ZEI T AT 28 B LANIC 2B B SUTEREN I 2 B & U= Tl &2 52 1
77

15. JEAEAEILT T/ 14 B UINIZRPETRRERZ 6 U7z Bl 25200 7=,

16. JEAEAEIL T AT 42 BLUINIZ, BUPEEERL OB 251772,

we=

b
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E bR HE

17. Fielica%

TRERSE D W)[E $2 5-7f 28 A I 0 5 (oI LLINIC, fE 4 bbby
B, ERE Bl A2 —aAfFxr, A =Tz, IV ATV
V) XUXIEBRIGE R 2= ) 7,

18. EiEMEE LG R AT RIS & W S U7 VB VR R FERGME i i 2% |
EU < ITMSAHEIE, UITHERR . mIiE, AMiEER Sy hn—rEh
TWaWEFHRBOBEENRH D, IR H 5,

19. %4 7L 1, Day 1 i 14 HLNIZ, &@HMEOHE, PLERE. I v A VA
LA BT 5, EEOBRBMIIREIMERYE (B, SRR 2H53 5,

20. b MRERET A LA (HIV) OBEENRD 5,

21, BIG UTIER I R B 21T > CWVAIC L b LT EEDOREMELRD D,

22 WEHRH IR AL O£,

R IE AFIBESNTIEBR Y EROBIRIC IV 7 )V XXk, FeZFkL, AV
TN R EARRG TS ICC BT 111 O TEMEA LT, EEAIL, Hilik
(BARLSOT T/ BAREK), ECOG performance status (PS) (0,1), K O¥
ICC DR (T UV EXBNL/ RKEZ2ZXEBLAY) )T H) O3 OEEHINT
ELCHRE L,

AAKIFE < 1181 200mg % 3 HEFE (Q3W) TEHRMN X 5
ICC #f :
« X7 U 2 FERIL 1A 135~175mg/m? % Q3W TR 5-
HATIE 1 [l 100mg/m?* % Day 1. Day 8., Day 15,
Day 22, Day 29, XU Day 36 [Z# RN G-
- FeZ Xt/ 1 75mg/m? Z Q3W THHARMNE 5
HATIE, 1[E 70mg/m? % Q3W THEIRINFX 5
AV T Hr o 1A 125mg/m? % Day 1. Day 8. MOULIKE Q3W THK
N5
AFINLICC OEEHITRBHELT, R T 20 aEtE, XTI YT 5 F
THkfET 5L & LTz,
FEAMmE H FEFMEIEH : OS (TT 4£[H)
T ERRIRGARIEH : OS (TAP 28 10%L4 Lo/ 4H)
BIREHEIE H : PFS (ITT M. 7B Y ERH E)
ORR (ITT £, TREREY EARHE)
DOR (ITT4E[, VHBRFH Y = A &)
HRQOL (ITT M)
ettt (AEFES %)

ST ] HMEDOMNTIZ, ITT £ (EIEAL S 2WBRE) . LMo iie 2
FRAT KT RAER] (IRBREEZ /D72 &b 1 [FIR G SN 2WmRE) 2 v,
TEHMBEH X, AFIREE ICCRETOS ZLbifg L7,
IEVELALIRF D JBRIIK - Td 5 ECOG PS (071) KON ICC DER (/X7 VU XXk
WS ReEXRNL AV )T H) EEE L, stratified log-rank & THAA p &
R LT, #EEFRE2SA 1. D OS O H 9l & 1Y Brookmeyer and Crowley
XD 95%CL, #EE 6 % A KON 12 » A AEFRF ONZ Greenwood’s formula (2 5
L 95%Cl ZHHTHZ &L, £, FRHOLEGFRORGOHER &
Kaplan-Meier #ift THEr L7,
TRIEREIL, BEA K. ECOG PS N ICC DR A 8 & L 7= stratified Cox [F])F
ET ML DY —REE (HR) ZH#HEE L. Wil 95%CI & & b icden L7,
FEARRIKFALE H (X, PD-L1 BBHERTO OS TH Y, FEFHHE B N AR
LEICRE LT,

RA 5 e OS : HAEAL AL A GERNERIDZ2Y)  F TR

PFS : MAEAL H ) HHE(T (PD) DRANCA LIV H XISETE B GERIER 72
V) OWFTI RV F T o HIR

ORR : CR X|Z PR M3 b V7= 4B E DEIS

DOR : CR & PR RN I BT RN B PD B ERANCH BTz H XIXFET H
GERNZE D7) OWF R EN T E T o Hfj
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i R

(FBFE =

AN

EHERE TOEMmO P RAE (FPH) 13 62.0 (35~86) mTH Y. WErED
62.1%7° 65 AT, 84 4% N BMETH 72, 1F& A EDOWERE (78.9%) 17
T NBMBEAN BTz, WERE D 75.4%1% ECOGPS 73 1 Th -7,

TAP 78 10%LL EOBEERE BN A1X 27.7%., 10%AK0i1E 43.4%, AT 28.9% TH -
7~

T LA EDOHERE (95.1%) (TRBAANEHIHIBN A LT,

TAP 23 10%LL EOPEREEIAI1X ICC BE (24.2%) (ZHATARARE (31.3%) TH
<o 10%ARTH OPERAEIA 1T ICC BE (47.7%) ITHA~RTARARE (39.1%) T

277,

HAA

DYERE OO R IE (BEHE) 1%, 65.0 (47~83) W TH Y . #ERE D 48.0%
23 65 AT . 78.0% N BMETH -7, #BRF D 44.0%I% ECOG PS 728 1 TH o
7=,

TAP 28 10%LL_EOWEBRE B 51F 32.0%., 10% K0 1% 20.0%. RIHIE 48.0%TdH >
7=,

(F2hiE)

TEFHIER  ITT M TO 0S

OS D ICC FEIZ %3 D AAIFED stratified HR (95%CI) 1% 0.70 (0.57, 0.85) T
<72 (Jrfill p=0.0001, stratified log-rank f/E), OS DOHHEAE (95%CD) 1%, AHAl
86 H (754 H, 1045 H), ICCEFE63 % H (5345H, 705 H) Tho
7oo - #E D Kaplan-Meier B#RITA) 2.5 » A %2> G i L, BEFFAASIM 28 U T
TEBEDSHERE S dL72,

0S (302 # B, ITT£MH)

- N
A st st
AV M (%) 197 (77.0) 213 (83.2)
JEBI N — R (95% CI) 0.70 (0.57,0.85)

pfE &% log-rank BE, F{HI p fi) 0.0001

i, A (95% CD) 8.6 (7.5,10.4) 6.3 (5.3,7.0)
6 » AFREROALFHE (%) (95% CI 62.3 (56.0,67.9) 51.8 (45.3,57.9)
12 5 AREROALFE (%) (95% CD 374 (31.4,43.4) 23.7 (18.5,29.3)
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%)
100 A

90
80
70
60

501

BERHFHD

40

OS @ Kaplan-Meier Bi## (302 3BR, ITT4£MH)

No. at risk

FABE 256
ICCa# 256

TER BRI

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32(8)

BHiAR
226 191 157 134 110 88 73 59 44 30 20 13 8 8 2 0
219 167 124 93 77 51 36 29 21 15 7 5 4 2 1 0
BALEEE

« TAP 7% 10%LL ok #E T D 0S
0S @ ICC BEIZ kI3 2 AHIBED stratified HR (95%CI) 1% 0.49 (0.33, 0.74) T
o7z (il p=0.0003, stratified log-rank f& &), OS DHHRAE (95%CI) 1XAA
1004 H ®5%H, 151 #H), ICCEH515H B84 H, 824 H) TH
0. KFBEDOS N 49 5 AER L,
F72. TAP 2 10% A0l K ORI O#ERHE TH . AFIEED OS O FREIZZENE
n75s»H QCCRES8 »H). 8545 H (ICCETOHH) THoiz,

0OS ® Kaplan-Meier BifR (302 ABR. TAP 28 10%LL D)

(%)

100 B (95%Cl)
90 AHIB¥ (n=80) 54 10.0nH8(8.5.15.1)
80 ICCB#(n=62) ‘ 53 ‘ 5.11H(3.8.8.2)
HR(95%C1):0.49(0.33,0.74). 58 =HES T 3ERICoxDRMET IV
704 p=0.0003. 2 EHtLZERUIpfE. BRIOT SV IRE
% 60
ﬁ, 50
® 40
30
T
10 Icc
0 T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 29(”)
JEHRHAR
No. at risk
AEBE 80 75 64 53 50 38 31 29 25 15 12 6 1 0 0 0
ICC3 62 55 35 28 22 19 14 9 6 4 1 1 1 1 10
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AR I H
* TRBRE S EATEELC K D PFS

PFS (302 &BR, ITT 4£H)

. » ARHNHE ICC B
AEAH (N=256) (N=256)
AR N (%) 223 (87.1) 180 (70.3)
BRI AN — RE (95% CI) 0.83 (0.67,1.01)
p il (B log-rank #E. A1 p i) 0.0292
P, A (95% CI) 1.6 (1.4,2.7) 2.1 (1.5,2.7)
6 # A0 PFS (%) (95% CI) 21.7 (16.7,27.2) 149 (9.9,20.9)
12 % HERED PES (%) (95% CI) 12.7 (8.8,17.5) 1.9 (0.4,5.8)
PFS @ Kaplan-Meier i (302 38R, ITT £H)
(%)
100
90
80 -o- FAEIEH
704 Iccs
g 60
E‘ 504
7 404
* 30
204
10
0 T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 25(8)
v BHEARS
No. at risk
AEIB 256 119 74 49 35 28 25 20 15 9 6 3 2 0
ICC8% 256 98 42 20 12 6 2 1 1 1 0 0 0 0
< JRBRAH Y EEHIEIC L B ORR
ORR (302 &BR, ITT £H)
AKI#E ICC B
(N=256) (N=256)
ORR, n 52 25
ORR,% (95% CI) 20.3 (15.6,25.8) 9.8 (6.4,14.1)
BOR,n (%)
CR 5 (2.0) 1 (0.4)
PR 47 (18.4) 24 (9.4)
SD 68 (26.6) 82 (32.0)
PD 116 (45.3) 86 (33.6)
RNz 20 (7.8) 63 (24.6)
< JREAH Y EETHIEIC L 5 DOR
DOR (302 3Bk, ITT M)
AKI#E ICC B
(N=256) (N=256)
sl 52 25
DOR 4, A (95% CI) 7.1 (4.1,11.3) 4.0 (2.1,82)
6 » AZ=hFrE (%) (95% CI) 56.0 (40.8, 68.7) 36.0 (16.7,55.8)
12 7 A& (%) (95% CI) 35.1 (21.6,48.9) 0.0 (NE, NE)

NE=aFfifi ~HE
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H AN oy 5 [ b
- 0S
0S @ ICC BEIZ %7 5 ARHIRED unstratified HR (95%CI) 1% 0.59 (0.31, 1.12)
Thbh, OSOHFRAE (95%CD 1%, AFFETISH»H (754 H, 173 5 H).
ICCHETT76 A @15 A, 1055 H) Tholz, %&H#D Kaplan-Meier ##RIZ
2 4 ALIN S TEBEL . BEREA M 28 U RS HEE S he,

OS @ Kaplan-Meier Bi%R (302 3Bk, ITTH£M-AARAN)

(%)
100
90 AHBE(1=25) 19 9.828(7.5.17.3)
60 ICCBn=25) | 20 | 7.6»B(4.1.109)
HR(95%CN):0.59(0.31,1.12) S SBEHLRE T BIERICOXTMET U
704
g 60
ﬁ, 504
= 40
304
207 o e
10+ lcca
0 T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 23(8)
IEHEAR]
No. at risk
AEBE 25 25 22 17 14 1M " 10 9 6 4 10
Icca 25 22 16 13 10 9 4 3 3 3 2 0 0

< TRBRFR Y EAREE I X D PFS
ITT4MH D H AN TO PFS O ICC BEIZ K3 D AHKIRED unstratified HR - (95%CT)
1L 0.50 (0.27, 0.95) TH Y., ICC FEELEATARFIFET PD I U A7 0
50%IK T L7z, PFS OHFJAEIZICCHE (1.7 # H, 95%Cl: 14 % H, 2.8 » H)
LHRTARKBEE B6 #H, 95%CI:20 » H, 74 # H) TEL., &£#o0
Kaplan-Meier H#RITAKI 1 » HRICAKRFIBED HFS RAF & 720 LA O IBHIGH A H]
M %38 U C Al s HeRF S 417z,

PFS ® Kaplan-Meier % (302 3Bk, ITTEF-BAN)

1004 !
90 Fg0=29 | 21 3.658(2.0.7.4)
80 ICCE¥(n=25) 21 1.758(1.4,2.8)
20 HR(95%C):0.50(0.27.0.95). & S58¥ = HZE & 9 2 EHICoxDRET IV

BRHF el

40
- FHlBH
30 ICC3#
20
10
0 T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 21(®)
JERFHAR
No. at risk
AEBE 25 18 12 8 6 6 5 4 3 3 2 0
ICC# 25 1M 3 2 1 1 0 0 0 0 0 0
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(22 4=Mk)

HERGIIARKIRET 244/255 51 (95.7%) . 1CC FET 236/240 B (98.3%) IZ78&
N, BRI L OBENS DA EFRITITNENORET 187/255 1l (73.3%)
(BAN 25 B/ 17 B & GTe) . 225240 5] (93.8%) (BHASA 23 Bl 22 il % &

Te) ICRBO BTz, FHBEIEN 10%LL EOIRBREE & OR# N H 5 HEHRIT

Kﬂﬁfi\7}%7%/&7\/%7/27I7—?ﬁm\%m\&vﬁk

PRFEREAR TAE, 1CC BETIEL, B MmEREGE . EkEae) . A, REkEER,

THL, EL, WEM, PEAE, RN, SRS, R ERBUDE,. B EREUE

JVE, KERD, ROMERCH -7z,

IRBRIE L OBESH D DT NCE - e B EFFGUIAKIBET 5 1 (2.0%) IZFBDH
v, VgAML, Bl EDARYE G S R LA i, A AE . R OV BRI
(% 16 ThHotz, ICCRETIX 7 #] (2.9%) ([ZFBD I, MMIEMET 2 v 7
(3 H) ., Mlige, FEBMELFPERIDIE, SETC. DlsestbiE N 2IEMERE (45 1 #1)

ThHoT,

BB OB H Y O EE LA EFLOBBEENEIIAFIRE 14.5% (37 #1). ICC

#£19.6% 47641 Thot-, 26 EICRO ONT-IRBRIE L OESH Y OEE

AEFELIL, AFIBETIX, ik (760, MFlgx (SF) ., fmEtEmgs G610,

BF b U o AIE, SRR, KOV BIBERE (4% 2 61) . ICC BTl

EHBasA (10 B . B mERBOEA . TR, K OFEEWELFRERBAE (% 8 i),

fige (561), BUmyErEs =2 » 7 B, KOEMmEREAE (% 4461) . EH LD

BAJGE (2% 3 ). BHEREE, FPEkEAIE, KOERK (% 2 6) Tho

7=

RO G ILIC R > TG ERGORBLEIG X, AAIRE 192% (49 f), ICC

FE 26.7% (64 B) ThHotz, FEHREED 2% EOFELRIT, AFIRE T,

ICC BETIE FHICToh o 7o, AHFIBETHRIZIEMMIE DS 3 B (1.2%) 123D B,

W HIEEREE L O H O Ll S i,

WO ORETRIFES 5% EORIER (3023 Bk, SAF) (1/2)

. B (%)
(PT: ri’referred Term) AR ICC #
(MedDRA ver.25.1) (N=255) (N=240)
4= Grade Grade 3-4  Grade 5 4> Grade Grade 3-4  Grade 5
AFEIER 187 (73.3) 45 (17.6) 7 (2.7) 225 (93.8) 134 (55.8) 8 (3.3)
TARGEUBT IR 29 (114) 2 (0.8) 0 9 (3.8) 1 (0.4) 0
5 AT = T —PHIN
#if. 28 (11.0) 6 (2.4) 0 83 (34.6) 17 (7.1) 0
FOR R REAR T E 26 (102) 1 (0.4) 0 0 0 0
TI7=vT72 b7y 25 (9.8) 0 0 18 (75 4 (1.7 0
27 =7 —BHEn
i 19 (7.5) 0 0 33 (13.8) 3 (1.3) 0
B2 19 (7.5) 0 0 8 (3.3) 0 0
BAEGR 16 (6.3) 0 0 75 (313) 7 (2.9 0
& O FEIE 15 (5.9) 0 0 8 (3.3) 0 0
T 14 (5.5 0 0 66 (27.5) 15 (6.3) 0
0TI RE 12 4.7 0 0 28 (11.7) 4 (1.7) 0
i MR 11 (4.3) 1 (04 1 (04 15 (6.3) 1 (04) 0
35N 10 (3.9) 1 (04 0 35 (146) 4 (1.7) 0
FEEL 10 (3.9) 0 0 12 (5.0 0 0
K N U v AfSE 8 (3.1) 5 (2.0) 0 21 (88) 7 (29) 0
IR E D 8 (3.1 1 (04 0 25 (10.4) 0 0
&7 7 2 i 7 @27 1 (04) 0 15 (6.3) 1 (0.4) 0
i kA 7 Q.7 0 0 30 (12.5) 17 (7.1) 0
U v SEREGEA 7 Q27 4 (1.6) 0 19 (7.9 16 (6.7) 0
ML 7 @27 0 0 66 (275 7 (2.9) 0
i sk Es A 5 (2.0 0 0 98 (40.8) 48 (20.0) 0
{5 5% 4 (1.6) 0 0 25 (104) 1 (0.4) 0
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WTNDHDOEETEREBIE 5% EOREWER (30238, SAF) (2/2)

— B (%)
(PTTEII’referred Term) AR 1CC B
(MedDRA ver.25.1) (N=255) (N=240)
4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4  Grade 5
A% 4 (1.6) 1 (04) 0 14 (5.8 0 0
Mg - 4 (1.6) 0 0 43 (179) 8 (3.3) 0
I R ER B 3 (1.2) 0 0 94 (39.2) 63 (26.3) 0
-2 2 (0.8) 0 0 12 (500 2 (0.8) 0
75 P 2 (0.8) 0 0 14 (5.8) 0 0
I PR R E 2 (0.8) 1 (0.4 0 31 (129) 16 (6.7) 0
KMEMERE=2—ua 2 (08) 0 0 22 (92) 2 (0.8) 0
INF—
R F U 1 (0.4 0 0 13 (5.4) 2 (0.8) 0
KA Y v AifiE 1 (0.4) 0 0 15 (63) 5 (2.1) 0
i ESE 0 0 0 42 (17.5) 0 0
FEENE LT A BRI E 0 0 0 12 (500 10 (42) 1 (04

BBV ET - BROBE
ERE 2L 305 5HER 39
FRGRRFRM R & U CRER U 7o H AT M OV &R AT Dt R % Bk
T—HHy FATH 2021410 4 8 H (FFREIMEATRER) . 202342 H 28 H (B t&MidT i 270

B PD-L1 BGPEMENTEE R K OY ITT fEATEE 2 XF 2R IZ. OS IZ2OW TARAI &AL FRED
OFHBEE & 7T R SALERIEOF &G 2 i3 5,
HEBRT A HELIL,. 7T AR, CEHSH. [EEIEE S TR
PSES BIBRANRE 72 R AT EEA T S 3814 G/GEY i g 997 11l
(KHKIHICC B 501 #l, 7 Z & R+ICC B 496 1))
EEVASE S/NP 8 1. 187Ul BB
2. GIBRARREZR AT HEAT TR ME D G/GET BE T, SRS I R S
TnWpHrZ &
3. RECIST v1.1 12XV EFE S L=l T RE SUTHIE RER A 2 AT 2 BF
4. YIRARREZ RFTEAT XITHEERBIED G/GE) M 25 2 S5 HeE ORI 70
A
5 PHHETLRBEENHE & & QICESMEMRERMIT D ERFRETH D . BN
HHEZR PD-L1 fE R 5 7= B3
6. ECOG =& IRRE 1 LI T DA
7. BAEZEIRT 7 HUNO 7R lEass 2 45 2 &
ERERANLUE 1. bR, £ XIIZFDOMOMETID G/GEI & Z2Hi ST\ b
2. HER2 (1D G/GEJ li & 2 & w3
3. HiPD-1. HTPD-L1. #iPD-L2 i Tt ixF = v 7 R"A o MR %
B THER) & 3 D MO HUA SUTERANC K 2 1B
N RES WEOHE (BEE2zECHRE AR - wE BN - KE - ZE oM oHR) . PD-
L1368 (TAP=5%,/<5%). MENEiEE (F /M), ICC (X% VS T7F o+~
VHEEV VAT TF o+ NA R T T UN) EERIKTELTER, 1:1 Okt
TAHFIHICC FEL 7T B AR+ICC FECHEIER L LT, P A 7LD Day 1 (2 1 [
200mg, 3 WG (Q3W) T, ARAIXILT 7 v RESFEEHE L, 1BBRIEHE
L, RERET, FRTERVEME, o5k EEICY T 5, ULRE O
7] Chlkfe L7,
AR B FHEFHMIEE : OS [PD-L1 BB 5t G 4EM (TAP=5%Tdh - 7o AE &L S 1

TR . LT TAP=S5%EM) KON ITT f#fT 6 S4E ]
Bl 4 H : PFS. ORR, DCR, CBR, DOR. TTR, HRQoL (LL F., TAP=
SUEF K ONTT M R L) . 28t (FEHELE)
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T At

ali

HNEDEENTIL., TAP=5%EM KON ITT fENT I RER (BEELAL S -2
F. LT ITT 4£H) . REVEOMNTIZZ ST REN (RBREE D b
1 [E# G- Sl LT SAF) & Huwic,

FEIMEHIT OS TH Y . &N TAPZS5%EMIZB W T, AFHICC FEE 7T
YARHICCREZ LB U, EEWESKRGE S N2 GA IR Y . ITTHEMICBIT 5 Bk
ZREE L7z, OS 13RI log-rank MEZ AW THRE LTz, NP— RLEEOZE D
ll 95%CI %, #GEA2 A EE L, A UK IZ X D25 Cox Ll — R
ETANLHE LTz, 0S OHIE & AAF#1% Kaplan-Meier {5 THEE L, &H#ED
Kaplan-Meier fif#f Z #27~ U7z, H9fE O WiHl 95%CI 1% Brookmeyer and Crowley 7%
ERAWTEHLE,

AR AR TO A EKEE 0.025 [ZHERFT 5720, H RN & O EAT IC 5
B —FE O AR O 112 1% . Hwang-Shih-DeCani V¥ & B Ciaftl L 7=
O’ Brien-Fleming BBE 5 2 I H U7z, HREIENTIZ. OS O BIEA X2 M EOK) 70%
(TAP=5%SE T 269 . ITT [T 538 11F) MBI SN I-M S CEMT 5 2 &
L7, EEIT, RN (T—% By bAT7H 2021 4£ 10 A 8 H) IZBW
T, TAPZ5%EM TIL 291 E DT A R bR SN, BERINT-A 2 MK
WZEES & A EKYE 0.0092 TEBIMEZMREEL 72 & 2 A, ARFIHICC FEOEBIME
WRD BN, —FH, ITT A TIE, BEINTA Ry M-S < FRIAEK
#0.0081 THRIE L7=2, AEAKELZ FEISRholz- B2k L, BEA
ARy MNE R LR CREET 2 R T2 2 L & Lz, & (5F—4 %
v hA7H 202342 A28 H) IZBWT, ITTHEMTIZ776 4 (BEEA X2 MK
768 1) DA X2 MPIBIE S, FANCHE L7 PHRICREV S Rl
A AKYE 0.0226 THAGEE L7,

TEFHMBEER Th D 0S OIfEHNEH S N=5HE . BIKGHETER © 5 5 PFS
KON ORR ([Z2OW T, TAP=5%EEM, ITT £HONEICHRE L, AE CRMo7123
BITFOFMEER THREATIET A2 L L LT, BIREEHEE B OBEIL, 0S @
IR AN FER) SR (PRI SUS RSN OF — 2 ZFWC 1 ERT
FEhpL, Wb A EKREZ 0.025 & LT,

PFS % OS & [RIERIZAEMNT L7=, ORR (2D TliX, Clopper-Pearson 7412 X % mifil
95%CI #H L. OS X PFS DOfEHT & [F U BIK 1 % AT Cochran-Mantel-
Haenszel (CMH) ME%#1T->7-, DOR (ZOWTIX, BN E SN HBE &%
(2. PFS & [AIBEIC Kaplan-Meier % CHEE L. Brookmeyer and Crowley O F¥5 CH
H U 72 fH] 95%CI & & bR LTz,

AARNSHAN LN B EERT D BARNT Y EM 25, FEFHMEE A &
OBIIRGHIE B % @t Uiz,

BRI S

OS : HIEAL AL A GERIERT DY) F TOHR

PFS : #E/E4L A 725 PD (RECIST v1.1 (26> THRRELEAI2SGGEAL) 23 E 01
B BT B I T OWT BT E To MR

ORR : CR X% PR 237 b L 7= 48 E O FIA

DOR : HMIZ ORR &HIFE ST LERANIC PD &FLER SN2 IET H DOV
N FAN T E T ORI

DCR : CR+PR+SD DO #ERE DO E|E

CBR : CR+PR+SD 7% 24 i HI VL EFRsfi L 7= g o ElE

TTR : #EEL BT O B 25 HKAIC ORR L HIE S7- A F TOHIM
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(R

28 (ITT #£H)

W ERE TOERO P RME (FPE) 1% 61.0 23~86) mTH Y, WEREOD
65.5%7% 65 FAT . 69.4% N B TH o712, < OWERE (75.0%) 127 V7 )
SHBAN SN, WERE D 67.6%1T ECOGPS 231 Th o7z,

R (54.8%) OHERE M. TAP N 5%LA ETH -7,

BPERE TOPEZE» SREEANE TOYM o P RiE &) 1% 1.6 (0.2
~442.1) # HTHoT=,

T &AL DWERE (98.7%) 1ZA 7 U —= 0 FIRICHEB N DI, 32.7%13RER
FEATBRIZ 3 UL BB 2 A L T2, TR 37.9%. JEMRIRE I 43.5%
WD bz,

AAN (TTHMH)

EHARNTOERO PR (FPFH) X 65.0 32~81) mTHV ., WipE D
47.5%MD3 65 AT . 69.3% BB TH o7z, #WERE D 28.7%IF ECOG PS 28 1 T
HoT.

TAP 75 5%LL EOBEREFIA1X 72.3% Th o 7=,

R E TOPEZE SR ANE TOMM o el G 1L 1.5 (0.4
~134.6) #» HThHoT=,

BHERE TA T ) —= U TR N A DI, 10.9%IE 3B AURRZ 3 % BT LA
FOEEBEA LT, TEEBIL 21.8%. MEFEERIL 54.5%I2380 HT-,

(F%hHE)
T E A
* TAP=5%EER TD 0S [ BT A ]

0S 1%, 77 BARHICC #t & ik U TAAHICC B THREHFIIICAH BERIER 2 7R
L. JOPTEITUIBRARE T8 G/GET b B 2 B W T otk E N
B LT,
Cox [HFET AT L B OS D7 T & AR+ICC BEIZ 6T 5 AHKI+HICC BED g i)~
— R (95%CID) 1%0.74 (0.59, 0.94). &% log-rank f#7E D F 18l p fEI% 0.0056
Tho, FRMITDO 0S DEERTH 2 0.0092 % Flal- 7=,
0S DA (95%CI) 1X, AAHICCH 1725 H (1395 H, 2135 H), 7
FERHICCEE126 v H (120 H, 1445 H) Thol-,

0S (3053Br. TAP=5%%EM) [T A

. y AFHI+HICC B 7F & R+ICC B
AHERER (N=274) (N=272)
FEAVAY ¢ 130 161

. 17.2 12.6
R LA (95% C1) (13.9,21.3) (12.0, 14.4)
BRI AN — RE (95% CI) 0.74 (0.59, 0.94) *
p il &% log-rank BE, F{HI p fi) 0.0056

B AKAET GG L7 98.2% CLi (0.56, 0.98)
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OS @ Kaplan-Meier #if# (305 3Bk, TAP=5%%M) [HHEIAATRR]

(%)

100
901
— FRIHERRER
801
704
60
S
E 501
= 40
3041
204
10
0 T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
BB
No. at risk
i S 274 262 246 227 19 167 122 93 70 52 38 30 19 " 9 5} 0
e
TR+

My 272 261 237 215 189 156 118 80 57 44 26 16 12 6 2 0 0

< ITT 4T OS [T i ]
0S IE, 77 BAR+ICC B & bl L TAAIHICC B THFHFHICH BERIERE % 7R
L. JRATEITYIBRARE XM G/GET I g I B W TR o g )
Wb,
Cox [HFET WM L D 0S D7 T & R+ICC BEIZKIT 5 AFIHICC FED & B~
— R (95%CID) 1% 0.80 (0.70, 0.92). &%l log-rank #7E D F {8l p fEI% 0.0011
&L FRNCHE LTz p=0.0226 DB % Flal- 7=,
0S O (95%CI) 1X, AFHICCHE 150 v H (136 » H, 165 H), 7
FERHCCRE129 0 H (121 % H, 141 % H) Thoiz,

0S (3053Br. ITTEM) [BAEMmTEER]

. y AFHI+HICC B 7J & R+ICC B
RhcE (N=501) (N=496)
FEAVAY ¢ 370 406

. 15.0 12.9
HRfE L] (95% CI) (13.6, 16.5) (12.1,14.1)
BRI AN — RE (95% CI) 0.80 (0.70, 0.92) *
pfE &% log-rank BE, F{HI p fi) 0.0011

B KT et L 7= 95.5% CLIZ (0.69, 0.93)
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0S ? Kaplan-Meier Hi#R (305 3Bk, ITTE£H) BN RER]

(%)
100 -

901
— FHIHERRER
80

60

50

B HFHD

404

30

20

10

0

— T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50(R)
EHFEARE

No. at risk

{
?E?%ﬁigit 501477 445 404 355 316 278 254 226 202179 165152130107 77 59 53 43 31 22 13 10 4 1 O

SR+
ﬁ;ﬁ;ﬁ%}ﬁ 496 472 431 398 344 304 264 218186 155136119109 96 73 52 39 29 25 20 15 6 3 2 0 O

- TAP=5%E TD OS [ figpring ]
HFARATHRIZER D DT ARAND OS DX 7 ¢ v MMIfRFEI., —B L7
ERBOH NI,
Cox [HFET MZ L B 0OS D7 T & AR+ICC FEIZ 6T 5 AHFI+HICC BED g i)~
— Kk (95%CD) 1%0.71 (0.58,0.86) ToH -7,
0S OH A (95%CI) X, AFHICCHE 164 » H (136 5 H, 1915 H), 7
FERHICCREE 128 v A (1204 H, 14545 A) Thol-,

0S (305 RBR. TAP5%EM]) [HikfEtries]

. y AFHI+HICC B 75 & R+ICC B
HERER (N=274) (N=272)
FEAVAY ¢ 192 219

. 16.4 12.8
HRfE L] (95% CI) (13.6,19.1) (12.0, 14.5)
BRI AN — REE (95% CI) 0.71 (0.58, 0.86)

OS @ Kaplan-Meier #ifg (305 3Bk, TAP=5%%H) [HMEMAATRR]

— FEIHERRCA

BARHFHD
)

— T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50(R)
IEHRAR

No. at risk
|
ﬁz%ﬁﬂi 274263247228199178156145133120109102 97 84 68 50 38 34 27 19 14 9 7 3 1 O
FStk+
{bogeans 272261236215190168 148120 99 83 69 59 53 51 39 29 23 16 14 9 7 3 2 1 0 O
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AR I

- TAP=5%£EH] T PES [ eI e 5]
PFS O I (95%CI) 1%, AFHICCEETTI2 %A 8% H, 841 H). 7
TR RHCCHRETS9O v H S6xH, 705 H) Thotz, 77 AR+HICCHEZ
%92 ARHFHICC BED PFS O Y — Kb (95%CI) 1 0.67 (0.55, 0.83) TH

-7,

PFS (3053XBR. TAP=5%ZEM) [ RIfETR: A ]

. y AHKIHICC B 75 R+ICC B
AR (N=274) (N=272)
FESVAN "¢ 169 206

. 7.2 5.9
A L] (95% CI) (5.8,8.4) (5.6,7.0)
BRI AN — RE (95% CI) 0.67 (0.55,0.83)
pfE (B log-rank #E. AR p i) <0.001

PFS ® Kaplan-Meier Hi#f (305 3BR, TAP=5%EM) [HREMEITERER]

(%)

100 +
90
— KEHEREER
80
704
itsi. 60
% 50
£
30
20
10
0 T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 (R)
IBHFEAR
No. at risk
?L:E%ﬁfﬁ 274 236 199 130 106 74 57 40 31 21 19 12 8 7 2 0
ﬁ;;gj;% 272 219 176 114 89 50 35 25 15 " 5 4 2 1 0 0

« TAP=5%£E ] T PFS [ F At e 5]
PFS O (95%CI) 1%, AFHICCEETTI2 %A B8 % H, 841 H). 7
TYHRHCCRETS9O v H S6xH, 705 H) ThHotz, 77 AR+HICCHEZ
%92 ARHFHICC BED PFS O Y — Kb (95%CI) 1 0.68 (0.56, 0.83) TH

-7,

PFS (3053RBR. TAP=5%ZEM) (B fErR: s

. y AHKIHICC B 75+ R+ICC B
AR (N=274) (N=272)
FESVAN "¢ 189 216

. 7.2 5.9
AR L] (95% CI) (5.8,8.4) (5.6,7.0)
BRI AN — RE (95% CI) 0.68 (0.56, 0.83)
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PFS O Kaplan-Meier Hi#f (305 3BR, TAP=5%EM) [HAMEMITRER]

(%)
100

90
— FHEIHERRER
80
60
50

40

Bt HF R

30

20

10

0 — T T T T T T T T T T T T T T T T T T T T T T 7T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48(A)

EHFEAR
No. at risk

{
ﬁ;géiﬁ 274 237200131107 81 74 64 59 54 49 45 40 36 28 24 22 18 13 11 8 4 3 2 O
ﬁ:;‘—%ﬁ;% 272219176114 89 51 43 33 29 26 21 18 18 15 13 10 7 6 5 4 4 2 1 0 O

< ITT 4 TP PFS [ & i pTiRg 5]

PFS O FJfE (95%CI) X, AFHICCEET69 4 H BIHH, 72 H). 7
TFERHICCHET62 4 H (.65 H, 694 H) Thot=, 77 BAR+ICCEEIZ
%9 B ARHKIHICC #ED PFS OV — Kb (95%CD 11X 0.78 (0.67, 0.90) TH

-7,

PFS (305 3RBR, ITTHH) [FREAITRS]

. y AHKIHICC B 75 R+ICC B
AE A (N=501) (N=496)
FESVAN "¢ 361 391

. 6.9 6.2
HRAE LA (95% C1) (5.7,7.2) (5.6,6.9)

@R AN — REE (95% CI) 0.78 (0.67, 0.90)

PFS @ Kaplan-Meier HifR (305 3Bk, ITTEM) [BKEITR ]

(%)
100

90
80
704
60

50

AR HF S

40

30

— FEIHERRCAR

| E—rre

No. at risk
A+

T T T T T T T T T T T T T T T T T T T
4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48R

EHHAR

{ppan 501 434 361 226 184 136 120 97 86 79 72 67 60 55 41 37 32 27 21 16 12 5 4 3 0

TSkt

{bogans 496 399 327 211 161 100 85 67 55 51 42 37 31 26 21 16 13 11 10 8 7 4 2 1 O
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FER * TAPZ5%EEM K OVNTT £ T® ORR, DOR, TTR [F[H « SRR ]

TAP = 5% ITT4£H
[ Fe fi v iRg 5] (B K p T IRE 5]
AHFIHICCH#E |77 EARHICCHE| AHFIHICC #E |77 EAR+ICC #f
(N=274) (N=272) (N=501) (N=496)
ORR, % (95% CD) (44.53(,)?6.4) (371?'29.1) (42;?.31.8) (36;(,)55.0)
ORR DA v A 1.36 1.33
(95% CI) (0.97,1.92) (1.03,1.72)
ORR D # 7.4 6.8
(95% CI) (-0.8,15.6) (0.8,12.9)
p fiE 0.0764 NT*2
BOR,n (%)
CR 9 (3.3) 5 (1.8) 19 (3.8) 19 (3.8)
PR 129 (47.1) 112 (41.2) 218 (43.5) 182 (36.7)
SD 92 (33.6) 104 (38.2) 185 (36.9) 197 (39.7)
non-CR/non-PD 12 (4.4) 5 (1.8) 28 (5.6) 15 (3.0)
PD 12 (4.4) 32 (11.8) 23 (4.6) 55 (11.1)
HEAFER! 20 (7.3) 14 (5.1) 28 (5.6) 28 (5.6)
DOR
NIk 138 117 237 201
i (A) 9.0 7.1 8.6 7.2
(95% CI) (8.2,19.4) (5.7,83) (7.9, 11.1) (6.0,8.5)
TTR
hoefiE (H) 1.4 1.4 1.4 1.4
(95% CI) (0.9, 11.3) (1.0,17.5) (0.9, 13.4) (1.0,17.5)

* R 2T A U DOIBERHI A T O Z0, WG EHMEARGE TH - 7o BE . T T
— X By hAE T HBETIZRN—RAT A U EOEBEIE R TR T-BE BB L
7-HE. RERE L-BE,. BIRETh -85, £ OMoOP b i %=
Frho T BEE ST,

*2 SR BEERETFIEIC LY . TAP=5%EMIZHIT D ORR OME THEENR
OO0 =72, ITTHEMIZIIT S PFS 1 ORR D IER A E LI L 72 h»>
77

* TAP=5%EEM R ONITT 4£M T DCR. CBR [ & Rt id ]

TAP = 5%%E [H] ITT 4£
AFIHICCHE |7 Z BAHR+ICCHE| AFIHICCHE |77 BARHICC B
(N=274) (N=272) (N=501) (N=496)
DCR. % (95% CI) 88.3 83.1 89.8 83.3
(83.9,91.9) (78.1,87.3) (86.8,92.3) (79.7, 86.4)
CBR. % (95% CI) 65.0 59.2 63.1 58.9
(59.0, 70.6) (53.1, 65.1) (58.7,67.3) (54.4,63.2)
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* TAP= 5% T? ORR, DOR [ H {& AT AL

TAP = 5%%£H]
(B K pR T IRE 5]
AFHI+ICC 75 & R+ICC B
(N=274) (N=272)
ORR, % (95% CI) 51.5 (45.4,57.5) 42.6 (36.7,48.8)
ORR DA Xt (95% CI) 1.45 (1.03,2.04)
ORR D7 (95% CI) 8.9 (0.7,17.0)
BOR,n (%)
CR 12 (4.4) 7 (2.6)
PR 129 (47.1) 109 (40.1)
SD 90 (32.8) 104 (38.2)
non-CR/non-PD 11 (4.0) 6 (2.2)
PD 11 (4.0) 32 (11.8)
HEAHE* 21 (7.7) 14 (5.1)
DOR
ZEhEKL 141 116
FofiE (H) (95%CD 10.0 (8.2,16.8) 6.9 (5.7,8.5)

* N2 T A CROIEGRHI AT, WT LB FHMERRE Ch o T BE, XTT
—H Ny MATRETIIAN=R T A Y ROEGRHE T O R -T2 BT L
7o, MERELEE, BIMARThH -7 BE . OO n ClEEFTM 4«

Jiehro o BEEET),

H A N850 46 [ g AT
ITTHEMTO OS [Fefe it sl

0S OHFYAE (95%CI) X, ARAHICCHET 17.1 » A (11.8 » A, 216 # H).

7T RRHICCEET 168 » A (139 »
BRI B ARKIHICC BED 0S DY
HoT,

0S ® Kaplan-Meier Bi#R (305 3RBR,

H, 2273 H) Thotl-, 7T EAR+CC

— R (95%CD 1% 1.07 (0.66, 1.74) T

ITTEM-ABAN) [RAEAET R R

100
90 AEIHESEEERE (1=50) 34 17.108(11.8, 21.6)
80 FSERHEZEGER (0=51) ‘ 32 ‘ 16.8:08(13.9, 22.7)
704 HR(95%C) : 1.07(0.66, 1.74), R5#HEHZ BT BEHICOXA N\ Y —REFIL
% 60
= 504
£ 40
304
204 e
— FEIHE AR I
o FSRHEE RS
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 420
IBHREAR]
No. at risk
A+
ey 50 48 46 45 43 40 32 30 29 22 21 17 15 12 7 5 5 4 2 1 0 0
i;«_;ﬁ;% 51 51 50 47 45 41 36 31 25 22 20 19 17 15 7 3 2 1 1 1 1 0
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- TAP=5%£EH T PFS [ F & BT I 5]

- TAP=5%EE T OS [ figpTiRg ]
0S OFRAE (95%CI) 1., AFIHICC T 168 » H (11.7 » H, 21.6 » A).
TT7RRHICCEET 149 5 A (121 % A, 227 % A) Thol=, 77 EHR+CC
FELZ )P D AAHICC BED OS O N — Kb (95%CI) 1% 1.04 (0.59, 1.83) T
HoT,

0S @ Kaplan-Meier fi#% (305 3BR, TAP=5%EEM-AARN) [BAKAEHTRER]

(%)

100
90 FEIHERRERE (1=38) 26 16.818(11.7, 21.6)
80 FSuRHEERAR =39 | 22 | 14948(12.1,227)
70 HR(95%Cl) : 1.04(0.59, 1.83) . IEERICOXLLFIN T —REFIL
60 |
S
% 50
= 40
30
20+ s
— AEIHEP R Y
o FS R HEE R
0 T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42(3)
EIEARS
No. at risk
A

I ey 38 37 35 34 33 32 24 22 22 15 14 12 12 10 7 5 5 4 2 1 0 0
FStk+
fimezm 35 35 34 32 30 28 24 20 15 14 13 12 10 10 6 3 2 1 1 1 1 0

< ITT 2 TD PES [ Ee & AT 5]
PFS O HHAE (95%CI) 1%, AFI+HICCHTSS » A 574 A, 1125 H), 7
FERHICCEET ST v H Q24 A, 82 v H) Thol-, 77 EBAR+ICC BEIC

59 B AFIHICC #D PFS DY — R (95%CID 1% 0.68 (0.43, 1.06) T&H -
7=,

PFS @ Kaplan-Meier #i#g (305 3Bk, ITTE£M-BARN) A& R]

100
90 AEIHESEEERE (1=50) 36 8.558(5.7,11.2)
80 FSERHLERER 0=5) | 41 | 57»A(4.2.82)
704 HR(95%Cl) : 0.68(0.43, 1.06) . JEEBICOXELFIN S —REFIL
g 60
% 50
g 40+ — FAHES R
FSeRHER AR
304
204
10
0 T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 400
EIEARS
No. at risk

AE+
{bpean 50 45 41 29 24 16 14 11 11 10 9 9 6 5 4 4 3 1 1 1 0

SR+
{{%%%* 51 44 36 23 19 9 9 8 7 7 6 5 4 2 1 1 0 o 0 0 0

PFS O I (95%CI) 1%, AFHICCEETS86 v A BT % H, 121 % H). 7
TERHICCHETS3 v H Q24 H, 814 H) Tholz, 77 BHRHICC BEIZ

5it9 B AHKIHICC BED PFS O Y — REE (95%CD 1% 0.56 (0.32, 0.95) Tdh-o
776
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i R

PFS ® Kaplan-Meier i

(305 RABR, TAP=5%HEM-BARN) [FRMEAEHTRE ]

(%)

100
90 FEIHERRERE (1=38) 27 8.608 (5.7, 12.1)
80 FSuRHEERAR =39 | 28 | 5328(4.2.81)
70 HR(95%Cl) : 0.56(0.32, 0.95). JEE@RICox LLBIN T —REFIL
fii:d
i 60
B ol
S
g w0 — FEIHE R
TSR HEP R AR
301
204
10
0 T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 4008
PEIEl
No. at risk
1
;ﬁz%ﬁﬂi 38 35 32 24 20 13 11 8 8 8 7 7 5 5 4 4 3 1 1 1 0

FStk+
femam 35 30 25 14 11 4

- ITT 4 T®» ORR. DOR,

DCR, CBR [Ff&Mitir i ]

ITT 4£

AFHI+ICC
(N=50)

75 R+ICC B
(N=51)

ORR, % (95% CI)
ORR DA Xt (95% CI)
ORR D7 (95% CI)

52.0 (37.4,66.3)

33.3 (20.8,47.9)

2.17 (0.97,4.84)
18.7 (-0.3,37.6)

BOR,n (%)

R
124 H
24 5 A

40.7 (21.8,58.8

CR 3 (6.0) 3 (5.9)

PR 23 (46.0) 14 (27.5)

SD 12 (24.0) 20 (39.2)

non-CR/non-PD 11 (22.0) 9 (17.6)

PD 1 (2.0) 5 (9.8)

DOR

ZEEKL 26 17
e (A) (95% CD 9.7 (5.8, NE) 6.9 (3.9, 18.0)
ZERhEHEEH), n (%) 9 (34.6) 5 (29.4)

34.7 (13.0,57.8)
20.8 (5.2,43.6)

DCR., % (95% CI)

98.0 (89.4,99.9

90.2 (78.6,96.7)

CBR., % (95% CI)

)
31.7 (14.7,50.2)
)
)

72.0 (57.5,83.8

58.8 (44.2,72.4)

NE : #£7E RHg
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i R

(22 4=Mk)
HERFRIIAFIHICC FET 495/498 #il (99.4%). 77 EAR+ICC FET 486/494 f
(98.4%) IZRD BV, IRBRIBREOEEL YV OFEFRIIENZENORET
483/498 5 (97.0%) (EIZIK/\ 50 5 50 Bl &2Ede) . 476/494 B (96.4%) (HAN
51610 51 B2 &Te) ICRBD LT,
FELEIG D 30%LL EOTRBRIGE L OBE S V OFEFRIT, Wit HEL, &
BRIBGE, i MR AR EREE D R, B TH o 72,
Al OBEHEDH D OFFEFRGORBEEGIT, AFIHICC BET 65.1% Th o7, &
BLEIG D 10%LL L5 3, FIRIEREIR TIE, 7AXRTX VBT I/ v T v
A7 =7 —EBHM, B, AiThoT,
RERIRE & OEDH Y O CICE > EE LA ERFLIT, AFHICC FET 11 4
(2.2%). 77 BAR+ICC BET 4 % (0.8%) IZRDBNTZ, AF LT TR E
OBEH ORI E S T-EHERAEFEFRIL, AFHICCH TR (1.8%) IZ7
DO, FERERDEEER Th - I-5RE 6 (1.2%) TOFERF, KT 4
B . RBRKEORBUIILE (% 16]) Thot-, 77 BRHCCRETIZAH] (0.8%)
IZED B, ERFRDEEELThH- - HE 2 i (04%) TOHSL T, M
% QH#l) THo7=,
IRERIRR E ORE S OEE LA EFLOREBEES L, AFHICC BT 23.1%
(11561) ., 77 BAR+ICCHET 14.6% (7241) ThH-o7z, AAHlL OBHEH Y OE
BERAEEZORIREISIL. 17.1% (85 #) T. 1%L EIZRD b -HRIT
M/ RER D (1.8%) . fagBETR (1.0%) . Mk (1.0%) Tho7o, 77
tAREDREESH Y OEELAEFLOBIEIGIX. 7.7% (38 f#) T, 1%Ll E
WZRRD DT IR B (1.6%) Th o7,
REIBE DO ILIZE > e A EFELOFEBEIG X, AFIHICC BT 23.1% (115
), 77 'HR+ICC BET 13.6% (67 #l) THoT=, AFlOFELGFILIZE ST
HEFHEZOEGIL, 15.9% (79 7)) T, HCEZBRE %282 HH5RE Tl
SNT=FELITehrole, TT7EROEERILICEST-AHERFGORIE S
L. 7.3% (36 61) T, 1%%HZ 558 ClE SN FRII - T,

WO TREEIS 5% EORIWER (30578, SAF) (1/2)

. B (%)
. ARAIHICC Bt 75 & R+HICC BE

(PT: Preferred Term)
(MedDRA ver.25.1) (N=498) (N=494)

4 Grade  Grade3-4 Grade5 4 Grade Grade3-4 Grade5
2EIEH 483 (97.0) 268 (53.8) 11(22) 476(96.4) 246(49.8) 4(0.8)
BTN 237 (47.6) 13 (2.6) 0 232 (47.0) 9(1.8) 0
RAHIR 182 (36.5) 14 (2.8) 0 185(37.4)  16(3.2) 0
1/ MR FER 175 (35.1) 56 (11.2) 0 183 (37.0)  57(11.5) 0
B ER B D 168 (33.7)  59(11.8) 0 160 (32.4)  57(11.5) 0
M - 161 (32.3) 11 2.2) 0 162 (32.8)  12(2.4) 0
E=diil 158 31.7)  25(5.0) 0 163 (33.0)  37(7.5) 0
TARTEUEET 2/ b 146 (29.3) 13 (2.6) 0 137 (27.7) 4 (0.8) 0

TUAT =7 —EHIN

1 i Bk 119(23.9)  15(3.0) 0 134 (27.1) 8 (1.6)
TI7=vT 2 M7y 113(227) 8 (1.6) 0 97 (19.6) 4 (0.8)

A7 =7 —EHN

i 111 (22.3)  12(24) 0 126 (25.5) 11 (2.2)
KRR =2 —n 106 (21.3) 1(0.2) 0 116 (23.5) 3(0.6) 0
INF—

T - BIEFIRINE 95(19.1) 15 (3.0) 0 93 (18.8) 10 (2.0) 0
RASEAERE

77 RE 76 (15.3) 10 (2.0) 0 71 (14.4) 7 (1.4) 0
I 75 (15.1) 9(1.8) 0 61 (12.3) 6(1.2) 0
I R ERIBE 74 (14.9) 33 (6.6) 0 80 (16.2)  34(6.9) 0
TSR 69 (13.9) 1(0.2) 0 67 (13.6) 0 0
e U r e s Hhn 61 (12.2) 7(1.4) 0 58 (11.7) 3(0.6) 0
[/ NI 60 (12.0) 15 (3.0) 0 56 (11.3) 14 (2.8) 0
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(EE S WO TRIAEIE 5% LORITER (3053 Bk, SAF) (2/2)
- B (%)
(P"lf:nPreferred Term) AALICCH 77 ERHICCH
(MedDRA ver.25.1) (N=498) (N=494)

4= Grade Grade 3-4 Grade5 4= Grade Grade 3-4  Grade 5

CNEER 58 (11.6) 0 0 54(10.9) 0 0
R IR REAR T iE 57(11.4) 1(0.2) 0 132.6) 0 0
Z 5 PERE 45 (9.0) 1(0.2) 0 9(1.8) 0 0
I 1 BRE A i 44 (8.8) 6(1.2) 0 44 (8.9) 7 (1.4) 0
FE B 44 (8.8) 3(0.6) 0 25 (5.1) 2(0.4) 0
g 40 (8.0) 1(0.2) 0 46 (9.3) 1(0.2) 0
&7 VT 2 e 38 (7.6) 1(0.2) 0 46 (9.3) 2(0.4) 0
RIDS 36 (7.2) 7(1.4) 0 35(7.1) 7(1.4) 0
R 34 (6.8) 2 (0.4) 0 36 (7.3) 0 0
5 34 (6.8) 0(0.0) 0 9(1.8) 0 0
YU ™ AE 28 (5.6) 6(1.2) 0 33 (6.7) 9(1.8) 0
FEEDE N 27 (5.4) 1(0.2) 0 27 (5.5) 0 0
U L SERED 26 (5.2) 5(1.0) 0 20 (4.0) 5(1.0) 0
e 16 (3.2) 0 0 25(5.1) 2(0.4) 0

2) ReHR
AR L

(5) HBFE - RWRERIHR
EEE R L

(6) ARAIER

1) ERARERE (—REARERE. BEERARERE. FARBLEERE). RERTRT 42X

—RFE., WERTERERABROAR
AR

2) RREHELELTERTFEOARXIEERME LI-RE -

BN ONANA

(1) Z0H
AR L
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VI.

\.

ENEE(ICEHT HEE

- REZHCEESH HLEMRITEEYE

v NMFLE N PD-1 E ./ 7 v —FAHUR

A =R~ T (BRI )

v MbFLE R PD-1 £/ 7 v —F UK

A RXAT R Y A= (B R)

b e ~ PD-1 € 7 v —F R

—fx4  BEI T T (Bis AR R)

TR BED H DB ORREUT AT, HOBEFHRL 2SI o L,

. EEER

(1) YERERLL - 1EAHRE
FAL Y A=T7E, &k PD-1 IZHRTDHHURTHY, PD-1 LZDY > K THH PD-L1 L PD-L2
EOREEEET S Z EICLD ., DATURFERAZ T MROHFE, IEMEL & OBEEHIIZ 3 2
falgEm 2 TiE U, B2 Ik 5 EE 2 b5,

(2) ENEZEMITHABRAME
1) £ FPD-1 ~DFEEER (/n vitro TOHEED)
DEFER PD-1 [ZxF 2 HEE
F ALY X~ 7D PD-1 It T BfEEBMMEICHONT, ZEEOE k PD-1 &5 (PD-1) 2&EW
RIS T Mfatty o R EMERE HuT78 (HuT78/PD-1) % v, @ XiEtiber vy — & —
(FACS) #HWTHEI L=, D5, HuT78/PD-1 #if LB AR (WT) PD-112%f45F &L
R~ 7 OFEGRITIEIE UM L, 2 DORRKRBRA /S~ (BGNI-114-11 &£ BGN1-102-07)
D 50%FHNIEEE (ECso) fEIEX. 86ng/mL (0.57nmol/L) & T* 75ng/mL (0.5nmol/L) T - 7=,

BpAER PD-1 12X B F R L U X~ 7 OiE A8
5004

—— FRUUXYT(BGN1-114-11)

—— FRAUURXY T (BGN1-102-07)
EhgG
FRAVURITDFS i (Placebo-114-13)

400+

300+

Ry okl

200

100+

T T 1
107 107 107 107 10° 10' 10? (ug/mL)
SEORE

HuT78/PD-1 filaz F A L J X< (BGNI-114-11 X% BGN1-102-07) XIIx PR (B k 1gG FF ALV Y XA~=T D7 T7+&
RN T&H% Placebo-114-13) & A Fa— g 0 Letk, #OUIEMRE b IgG Fe HUATHRE L, MIREEH#, S0MmEEL 7o —
PA M A—FTHIEL,

TEIL R YEsR T AR LA PR DR E 2 £ T,

@PD-1 [t 9 HfEEHFRN
F ALY X< 7D PD-1 IZxT D REAEREICHOWNWT, & AF ¥ 4558 PD-1 filflagh KA A > (PD-1-
ECD/His) [EFE7 L— k& AUz ELISA R TR L7z, 7 v RRYEILTE (FBS) f7(E T XIXIFAFA(E T
T PD-1 Xt 2GR ARG L. $1PD-1 fUAD = AL~ T RO AT r Y X~ 7 L PD-1 1Txt
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T HREA R A el U=, FBS JE/F(E F T PD-1 (100ng PD-1-ECD/His/ 7 =/V) (Zkf$HF ALY
AT OFREEITREISCTHEML, FALVI AT, =FAr~eT, KORATa ) X7 0
ECso fEIE. ZhEH, 53, 43, L Sd4ng/mL Tho7z, FHEFRNY XV ETH D FBS 17#1E FIT
BWT, FALY X7 D ECsoHIX FBS HEGFETD 125 T, —H=RNL~T1349/5, 7l X~
TIL34fETh ol

FBS 7#7E T XUEFEAFTE T TD PD-11Z% 2 A B

R /ECso (ng/mL, £%) FALY X=T =R<=7 _ATr Y XvT
PD-1 (FBSFE{FfEF) ECso (ng/mL) 53 43 5.4
PD-1 (FBSf#{E ) ECso (ng/mL) 62.8 211.9 181.7
ECsokt (%) 12 49 34

v AF VU UE#e ~ PD-1 fifEsh K A1 > (PD-1-ECD/His) 100ng/™ =V X% 5% FBS f#7E F PD-1-His OIEEAEL (0.06~
1000ng/ 7 = /V) %8%(F 7= ELISA 7 L — h &V, &40 PD-1 Hifk & PD-1 & OFEEBFMEZFM L, 4 5= 27 ¢ v 7 il
#% (GraphPad Prism) 75 ECsofE% HiH L7z,

QPD-1 [Zxtd B FEE M
t k PD-1 IZHTHF ALY A~ T OfGHEMMEE2 £ 77 A€ 48 (SPR) HEICL 0 JIE L,
tot—F v 7 Eice b PD-1/His #Ei#% U 7 REEME L%, ALY Xv7 GEEEIEUT
Fab) ZLCU Ty FICHETHF ALY XA~ T BARITE L, MREECESE O RSHEE RIS T A —
ZEBEH LTz,
E FPD-1ICKTLF ALY X7 (EREIUR) OfEEEES (Kp) fEiX0.15nmol/L TH-7 (U A
v RMEEEOLRNET), £72, AL TFTOF ALY X<7 (Fab) @ KpfEiX 0.23nmol/L T, 522F
DL L YOm0 T, T, BEEHREN_MTHL2Z EITERTLI LD EEZ LD,

@F ALY RI TDESICEELP-1ODIE —TF
PD-1 DY # > K& LTPD-LI & PD-L2 BAE1 5TV 5, PD-L1 2O PD-L2 & PD-1 DfEA1Z1E PD-1
D6 ->DT I JFEEFRE (K45, 193, 195, P97, 1101, MY EI03) DNEETHD Z L AHR ST,
6 DDT I RIRIED O L WTNOERIEIZT ALY X~ T REGT 20 EFHET 5725, 6 DD7T
B EENENT T = AR ST PD-1 BREEER LTz, EERE~DOF ALY X7 D
FEATEMEIZ DWW T ELISA KON = A Z 7 my METHREF L. WT PD-1 ~OfE &6 & ik L7z,
KHERPUAR L LCTHLPD-1 HiiR (Ref-Ab) % 7=,
ELISA KXY =2 Z 7 ay hOWTFRDOHFEICBNTS., K45 L OV93 O (K45A K TNI93A)
WCEDTFRALY X=TORENMETFT LIZZ b, K45 KOV I93 R F- A L ) X< 7D PD-1 ~DFEH
WCHEERIE N—TTHD Z B EINT,

FRLY AT L PD-1 DT h—F<v v (ELISA )

By AR W 328 LR PD-1 FALY X=wT Ref-Ab hulgG
WT skksk
L95A ok
I101A otk
E103A ok

w2 50~T5%DFEEAR T, ¥ 0 75% L EOFEAIRT, ML 50% & B DA TR L



®E FPD-1 &E RPD-1 A2 K (PD-L1 RUPD-L2) LD#EEICHT B3 EHBEZIER
THIfRPE U o R JERIAN HuT78/PD-1 (2R B L7-t F PD-1 & & h PD-1 U #'> K (PD-L1 XU PD-L2)
DFEGIZT HF ALY XA~ 7 OHEFEEHIZ O W THEEE bV Y — &% — (FACS) ([ZX D EHmL
776
FAL U A<7Ek b PD-1 &£ & bk PD-L1Fc, X't b PD-1 &t b PD-L2Fc & OfEGE W H
EL (RAEERINTND 100%), £ 50%EERE (ICs) fliX., £ Ei 72~T4ng/mL (0.48
~0.49nmol/L) & *67~86ng/mL (0.45~0.57nmol/L) T -7, F AL U X~ %, PD-L1 X UPD-
L2 @ PD-1 ~OfEAEEFHAMICHEL, PD-1 U H > RiZk o THRE SN IEIMED > 7 siE s
FLET D Z L2k » T, THIREEEE(LE A M A U BWERT O EZZ 5N,

E b PD-1 &£ PD-L1 (A) RU'PD-L2 (B) & DOFEAIKTEF ALY XA~T OHRARIREER

A B
400+ 2501
) ¢
! 200 +
300 ; 3
x ¥ 150
i g
gg 200 gg
B B 100
100
504
ICs0=72~74ng/mL ICs0=67~86ng/mL
0 T T T —T— T 0 T T T — )
10 107 107 107 10° 10' 10 10 10° 107 107 10° 10' 10
. (ug/mL) - (ug/mL)
SHEORE SNEORE
—— FALURTT —— FAVURIT O~ ENgG FAVURITDF SR
(BGN1-114-11) (BGN1-102-07) (Placebo-114-13)

HuT78/PD-1 #ifa % F AL U X~ (BGNI-114-11 XiZ BGN1-102-07) ST IEHUA (B b IgG RIZF ALY X~T DT T%&
R TdH 5 Placebo-114-13) f77E F T AF AL PD-L1 (A) MIEPD-L2 (B) & A v FaX—T a3 L, HME#HA MLT b
TEVUALE MREER, mREE T e —Y A N A—F TRlE LT,
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2) HREZER-BEBEEM (/n vitro TORED

DIL-2 i TTHEE A
T M2 Tl PD-1 I K2 HIPES 7 iz L0 IL-2 sl snsd, ALY X~7 O PD-1 [LFE
TERIZ 2T HuT78/PD-1 2> 5 O IL-2 4y Wb & FEAE I 2 et L 7=,
F ALY X~ 71, HuT78/PD-1 M5 D IL-2 /yisZ S ERAFHNC T L, IL-2 W sEEH O
ECsofllE 1.47nmol/L Tdh o7z, —F., =R A~T K O_NATn ) X<vT7Th IL-2 DWILiEN L 5
7273, F O ECsoflilT="R /)L~ 7 TiL 5.98nmol/L, XL 7 1Y) <=7 Cid2.74nmol/L Th-7-,

HuT78/PD-1 KT B F ALY X< 7D IL-2 53 TuENER

(pg/mL)
600
—@— FRALURXY T (BGB-A317/E15B103-01)

R
RATOURI T
~¥— EbgG

1=

400

IL-2533
b=

200

107 107 107 10° 10' 107 (ug/mb)
SNE0EE
HuT78/PD-1 ffila%, AL U X~ (BGB-A317/E15B103-01, 0.005~10pg/mL), FREDO=KRIL~T XLh7 ol X~

ST EREUA (B b 1gG) fF7E FC HEK293/0S8-PD-L1 #ifid & 17 WREfIILEE L, K58+ o IL-2 2% ELISA M THIE L
72

i PD-1 HiiE D IL-2 53 TTHEEVER D Ehik

WNTA—=F FRALY X~T =R~ T RUNA=R B e
Top, pg/mL 476 400 447

RV of top,% 100 84 94

ECso0, pg/mL 0.220 0.897 0.411

ECso, nmol/L 1.47 5.98 2.74

RV of ECs0,% 100 25 53

HuT78/PD-1 ffila%, AL U X~ (BGB-A317/E15B103-01, 0.005~10pg/mL), FREDO=FKIL~T XhT ol X~vT,
SUFBHUA (hulgG) TF(E T HEK293/0S8-PD-L1 Ml & 17 BERILEE#E L, B h o IL-2 B % ELISA ¥ CHlIE L 7=,
Top : 7T h—BIFEREOD IL-2 J2EE, RV : X8

QIFN-y b R IF T 5L
e K —25 5 57 PBMC 2 H W C OKT3 (2 L W BV & fii L 72 #0553 PBMC 2 F AL U X
~7 (0.01~10mg/mL) f#fE F C HEK293/OS8-PD-L1 i} & #5538 L, PBMC 7> 543 S5 IFN-y
% ELISA IECHIE L7z, £z, A7 = A F (BES) K& R Clififin 4 53 U, BUEE T CHl
JBR DR « K& X 28152 LT PBMC OHEFATE M 2 34l L 7=,
FAVY AT (ZREEOHLO, WIT Fe A =RL~T7, KORLAT R Y X~ T LFE—O
S228P A HZAT 5 H D) IXEEERIEAIZ PBMC 725 D IFN-y S A JTHE L, =R/~ 70~ hT 1
U X< 7 LIRIEFRERITHK 7,000 7> 55 20,000pg/mL F THM L 7=,
F ALY X< TIEE FCIEBPR (1gG) 777 T & bl L C HEK293/0S8-PD-L1 k80 & Pl 4E 7
95 PBMC I L, F—F YV REGIKRDHE RN A 640 PMBC OEFETTHED B STz,
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t k PBMCZx$ 5 F R L Y X< 7 D IFN-y 23 WMtV A

(pg/mL)
25,000 0
0.01ug/mL

20,000 I 0.1pg/mL
= B 1ug/mL
'ji 15,000 Il 10ug/mL
~
E 10,000 ~ ~ T ~ ~ T ~

5’000 | _l
O T . T . T . T
FAVURI T FRVURR T/ v RLTOURRT EhgG
Z2R) £ NgG4s22ep

TEMEALALER 2 il L 72 FREF 2 e b PBMC 2 F AL U X~ 7 (GEREF AL U X+ 7 : BGB-A317 E15B103-01, Fc k=4
N7 HORAT Y XvT EfE—0 S228P, 0.01~10pg/mL), FREDO=FRL~T ~A7n1r Y X~v7 Xtk b IgGfFE
FCPD-L1 #5Ufg (HEK293/0S8-PD-L1) & 338 L, PBMC 2573 8415 TFN-y % ELISA 35 CHIE L 7=,

3) MEBENRE (/n vivo)

Okt MERREHRKOEBBETETILIINT 50FR
HEGE R~ A (NOD/SCID ~ 7 &) D A431 MBS ET L& HOCHRat L7z, A431 #i
fazt b PBMC & L b T AR FIZBEBM LZBH (Dayl) NHF ALY X<7 (1, 3, KO
10mg/kg) %3 1[E] (QW) 5ERIMEREN (p.) 5 L CREFAICIEBAR 2 1E Lz,
FALYRX=T (1, 3. KO 10mgke) 1£HEIEEETEMHE SR Z R L, Day 29 TOMHIX,
ZTREN, 18%. 89%. KUN89% TH -7,

A3 M REBE~ U A ET /UK B F A L Y X~ 7 OEEHEEME R

(mm?)
1,400
BIE(n=12)
1200 W FALUZRT Img/kg B1EHES (=11)
' —h— FAVURTT 3mg/kg B1ERS (n=11)
FZALURTT 10mg/kg B1EES (n=10) -
1,000
TR T
#*p<0.001 (vs. 754%)
fE 8001 StudentdtizE 1
i
*p<0.001
B 600+ )
1
400 _
- @ *
- = * * il _
200 1 ————
T ——
O T T T T T T 1
0 5 10 15 20 25 30 35(@)

fHRaiER 0B

A431 #f (2.5X10%(8) Zt k PBMC (5X10°ff) & & HICNOD/SCID~ 7 ADKE FICBME L-® A (Day 1) »nH, FAL
UX~7 (1, 3, KO 10mg/ke) MITVAELE (PBS) Z# 1 [ 5 EMEMEHENTRS L, # 2 BHRFEICESARZRE L (=10
~12), MEEARE (mm®) X, EEOREX R X12 ORI ORI, HEiIEEARE (mm®) CFEHMEEEAER%E) | 85
ilx A431 MAaRAE: O B #x =7,

T IRRE IS 2 A B, * 1 p<0.001 (Student D t #i7E)

_50_



QE FKBEOEBBEETILIINT 2R
b N KRG B SRR #H AL BCCO-028 Z & k PBMC & & 4125 FA4ME L 7= NOD/SCID ~ 7 A % H
WTF ALY X~ 7 OHEENREZ BT L-, FAL Y X~7 (10mgkg) O 1[0 5 MR 5
HZ & 0 A E NGRS 22 S 10, Day 36 (k50 1 #H%) TOMHIRIL 83% ThH

277,

BCCO-028 BRI~ 7 RAET NIRRT BF R LY X~ 7 O EMEI 2R

(mm?)

1,400
BIR(n=8)
12001 @ F2LUZT 10mg/kg B1EHES (n=8) [
10007 guymomess .
*p<0.05 (vs. 7B4%) J
B 8001 Student®D t1&E
=
1% T
B 600+ 1 #p<0.05
4001 T
!
3 L
200 v x 3
3 * * & B
O T T T 1
0 10 20 30 40@)

BB ER OB

b N KRG B R IE SRR BCCO-028 (3X3X3mm?) ZHfife b PBMC (5X10°f#) & & %12 NOD/SCID vV RIZK
WilL7z, BREEENLF ALY X<7 (10mgkg) XITHELE (PBS) %38 1 [A 5 MEMEMENBES L, # 2 [ERREA AR
ZRIE L (n=8), HtEHINESAE (mm®) CERECAEHERRE) | REISRBAEE O B E2 R~ T,

AR 2B 2, * 0 p<0.05 (Student O t f&E)

@kt FE/NARMEODEBBEETIVLICHT HUR
b N IR/ IN AT B SRR SRR BCLU-054 Z# & ks PBMC & & 12 F&4H L 7= NOD/SCID ~ v
A HNTTF ALY X~ T OFIEENREZ KRG Lz, ALY X~7 (10mgkg) O 1[0 3 HFIE
e 512 X 0 A B e S R 2 23 H A, Day 23 (4[IHOFKG5-OFH) CTOMHIRIL 45%
ThHo7T,

BCLU-054 BB~ 7 2 ET NMIRTEHF RV Y X~ 7 OREEHHEIMHI R

(mm?)

800
700 1 BE{N=10) -|-
—— F2ZAUUXY T 10mg/kg B1@&%5 (n=10)
600 l
FOfEtiRERE
| #p<0.05(vs. &%)
500 StudentD tiRTE *p<0.05
& *
5 |
* 400
L
300
200
100
0 T T T T 1
0 5 10 15 20 258)

B ER OB

b JE/ N s £R A H SRS AR BCLU-054 (3X3X3mm®) Z#Hfift kb PBMC (4X10°f#) & & %12 NOD/SCID ~ 7 A|Z
R TBHE (Day0) L7z, BHEEHANLLF ALY X~7 (10mgkg) XIIIEE (PBS) % 1[0 (Day 1, 8, 15, KUt22) JEhE
WL, RIS R Z JE Lz (n=10), ARG AR (mm®) CEXE S AEUERRE) | Al IBRIE O B EE =7,
TREEHREE IS 2B, * - p<0.05 (Student D t F27E)
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@hPD-1 E MET DR ZRVWEIESENRDOEE
t ~PD-1 5 EANTI VAV 2=y~ A (hPD-1 & Mb~ 7 A, B-hPD-1 C57BL/6J) % >
T mGMCSF ®8l~ v 2 Mk B EM K (BI6FI0/GMCSF) % & FBEL, FAL Y X~
(10mg/kg) XXy (PBS) %3 1[0l 5 EMIMEENE S Lz,
FALY X< (10mgkg) DOHHIZ XA E 2SI RN A DI, Day 30 (Ri&#&H D 2
H1%) CTOMHEIEIL 86.7% Th o7~ FAL U X< TEERETIL, AL GEE L il U, JEERE5HE
BAAE COERFOMR & BRI OBIE N A BT,

hPD-1 & MME~ 7 R IZBAE L7~ mGMCSF R~ BB EME (B16F10/GMCSF) DOHEFEIZ

RIETFRALVY AT DEE
(mm?)
6,000
B% (n=8)
50001 —gm= FZLURTT 10mg/kg B10ES5 (n=8) [
4,000 PEHEESE q
*p<0.05, **p<0.01 (vs. 51%)
i Studentd tigE
% 3000
w B
" I
p<0.05
2,000
1,000 ’ o
* * -
0+—- T — 1
0 10 20 30(8)

ifaBER OB

B16F10/GMCSF #fifid (5X10*{&) % B-hPD-1C57BL/6J ¥ U RIZR PR LTz, BEHNHLF ALY XA~7 (10mgkg) XiE
B (PBS) &3 1 [A] 5 JHEIMEENEE L, RIFRICIESHATE A JIE L (0=8), #MElMEE AR (mm®) CEEEHREYERR
72) . MRS O B AR R,

RIS RIS 2B, * 1 p<0.05, ** :p<0.01 (Student ® t i)

B16F10/GMCSF M~ v R D JE B HE5H iR

(mm?)

6,000

B1% (n=8)
50007 —— FRLURTT 10mg/kg B1EES (n=8)

4,000

3,000

BB it R

2,000+

1,000

_//

07 1 T 1
10 15 20 25 30 35\)

fllamsiER OB

B16F10/GMCSF #fifid (5X10*{&) % B-hPD-1C57BL/6J ¥ U RIZR PR LTz, BHEHNHLF ALY XA~7 (10mgkg) XiT
i (PBS) AU 1 [E] (QW) 5 EMIREMENE L (p) L. REFHICEBAEZHIE L7z (0=8), HENIE 4 O~ 7 2 DEE
BHE (mm®) . BRSO A 52 R T,
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(3)

{E FASETBHR - F 4R R
AR L
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VIL EYEREICEAT HIER

1. MHREDHRS
(1) BRLAEDGMPRE
A EE R L

(2) RSB THERIN-OPREE
1) BE%s
HANDEE R EREEED 10 62, AH 200mg Z 3 B CRESIRNES L-L X0, )
[ 5-1% D ML 7% H i HERS S ORI BhRE R T A — X IZLL F DO L B0 TH o729,

HARNBEICAA 200mg Z FARAERE Lz & & OMETREH#RE (CFYEHREERZ. n=10)

(ug/mL)

1,000 Cycle 1
m n=10
el TFAgE+FEmE
100+
;
é P
) : o
=z —
X
PARRIE
i
B
14
T T T T T
0 72 144 216 288 360 432 504 (&)
iS5

HARNBEIZAHF 200mg Z#FIRANKE LTz & & DEWEIRE T A —4F (n=10)

BN XT A —H WIE 5%

Cmax (pg/mL) 73.3 (21.9)

AUCo-21day (ug-day/mL) 672.9 (23.8)
Timax (hour) 1.29 (1.13~1.62)

Tin (day) 18.8 (27.3)

CL (L/day) 0.161 (34.9)

BATLE (AT CV%) . T (S OW TP IRAE (B~ K)

) AFIORE - AET [ ALFFRER ICHE U - IRIGUIBRARE 2R ST - R O/E/R I L Tid, AFl%
HMmRE+T2522L4TED,] THD,

2) RE®RS
{LZEHRIEIE D & HARIG VIR A RE R ST « FFEO BANEE RV LR B 25 Fll2, AH) 200mg % 3
TR C R EEARNE G Lz & 2 O MG REIUL FTo LB THho7 ),

H BRI B A n i RE  (ug/mL)
Cycle 1 Day 1 5% 25 63.17 (23.9)
Cycle 2 Day 1 e 5l 24 17.61 (26.0)
Cycle 5 Day 1 £ =] 13 43.67 (30.6)
Cycle 5 Day 1 5% 13 115.11 (21.4)
Cycle 9 Day I BB 9 57.29 (33.2)
Cycle 17 Day 1 e 5l 7 33.93 (121.5)

AT T CV%), 191 7 vk 21 HE
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(3)

(4)

i
AR L

BE - ftAROEE

1) BEOEE

EER R L
<BE > KNI REHIRN GO0, BROZEIRVWETRIND,

2) HREICKIEE

REER e L
< > FRAHIIERE DS AN BGRSUTERI T AEVE D FMTH R 2 LT Z 37 BRI T D 2
LEEBETDE, FAVY AT PEYWHAE~ 2% 2 /RettidEn e FRsh s,

2. BWEERENS A —4

3.

(1)

(2)

)

(4)

)

(6)

(M

(2)

BT AE
Jvmsi— | A v MR

IRANSE FE T
AR L

HRIEEE R

MM EE L

<HE>HARNORER TV EREEFIC, K 200mg & W) EIFFARN G- O 1008 (Tin) 1188 A
ThHo729,

D9IVT IR
HARNOBE R EEOEEE I, AF 200mg ZHEIFIRAKRG %O 27 V7 72 (CL) X
0.161L/day ThH o729, £7z., AARANEBEOEFIREBIZIHIT S CLIL0.12L/day & HEE S 7z B,

nhEHE

MR L

<BE>REFMITICIESE, Ve (PRa =R A2 FOSMMER) . V2 CRIfa A=A v
2 DOHAAER) . KOV (R 23— R A2 b 3OOMAER) 1ZEnE 3.05L, 1.270
KON2.10L LHEE ST 9,
F7o. Vss (BEFREBIZH T 2 0MEF) 1% 6.42L LHEE Iz 9,

Zoft
KR L

B&EHE (REaL—>3v) #BF°

FRHT 7T E
-3 /R—h A PET I

NS A= EHER

12 o AR ER (001 35, 102 3R, 203 3Bk, 204 3R, 208 #HR, 302 Wk, 303 #hR, 205 3
BR. 206 ikBR, 209 RBR. 304 RBR. 307 iBR) (8GR SRR 2596 117> B 15 H ATz 14473 Wi
DF ALY A7 OMIEFIEELY W, FALY XA~TDOPKIZ, MIEZ VT I A% HT53-2
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4.

6.

VR—= R AV NETVICE D RLEYNCRER SN, TALY AT OCLICHT 2 AERIEER L
LT, XR=RT7AVOERE, TV7 I, BETFA X, fuEmHtE (ADA) ROBAMERRE S
Too VelTKITAEERILEREL LT, X=X 1 L ORE, MR OEHBREE SR,
INLDOERENT ALY X~ T ORGEEICKIETTET, BHENSKROREROLEEHITK L TH
RN/ S W72 (CL KN Ve OERZAENZZNZE 4 26.3% % X 16.7%), F AL U X<7 @O PKIZ
W RISV EHER ST,

RHEMSEMBIRE N T A — % (HEEME) 13, AR BYERERE O B FERBICBIT 520 /A (Vss) 1
6.42L, TEFIRREIZEIT D TiplE 23.8 H, CLIX0.153L/day TH -7,

MR U
A= ROV
<BE>KFNIFHIRNIE G- 070, EWFERHARIT 100%EE 265,

(1) &A@
MAER e L

(2) Mmik-RERERAPTAIBHE
MM ERR L
<BESAKHNLIgGEE /7 u—FTAPKTH D Z Ln, BEZEET 2 REENH 5,

() Bt~DOBITHE
AR L
<BESHANL G/ 7 H—F AR THB = L inb, HAH B ~BITT 5 2 L E 2 bib,

(4) BEEA~OBITHE
KR L

(5) ZOMDIEBADBTH
AL L

(6) MIEEAMAE
LR L

|
(1) KRBEBLLR U HEE R
BN oy
<BES>RFORBICBET 2 RFHIFEM I TR, ¥ U ERAITHD Z &b, AERN
TEHRNTFREORT I VBIIOEISND EEZEZBND,

() RHIBEE5TEHR CP%) OHTFHE, H5E
AR L

(3) NEEBHROERRVTOEE
AR L
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(4)

RO FEORERPELL . LT
AR L

1. BEid

ZEE R L
<EBE>KANTHAME 1gG LA L FRRICSTF FEROT 2 BRICOBS it s s, U3t

ENDH BT T RICEAASNEVIAEND EEZ LD,

8. FZURKR—A2—IZEAT B1E#HR

MAER e L

9. BRFICKBBREER
B R L

10. REDEREHRI HEE

1)

2)

BHEEESEECHT2EDHE (BER REaL—3y) @BiF. SEAT—%) 2

EHERERE E AR OB RBIC KT TR AL BER (Ko b —a ) s HO TR L 7=,

EHEBEDS IEH 22 9B (CLer : 90mL/Z2y LA b, 1223 f5l) . M OVEBRERERE E AN (CLer : 60~89mL/4y .
1046 f511) . H%EE (CLer : 30~59mL/43, 320 i), & (CLer : 15~29mL/453, 5 #) O#EREIZEHB W
T, HEEREE RIS & BE ISR GEREYERE T PK (ZIEFHE LERV HoTEY
WREIIA DN oz, EEEEEREEWRRE IR TR T — 2" AR+ ThoT,

FHEEEEEICET2EMEE (BEF (REaL—Tay) @HF. fAEAT—42) ?

JFHERERE N AR O LY EhRBIC KT 58 %, BER (Ko b—av) i ad HOCEME L7z,

JFHERE N B 7ol (B Y v e < BL¥EfE BFR (ULN) &Y AST <ULN, 2182 fiil) . M OVIFHERERE
R (VLB <ULN KOVAST > ULN I E VU /L EY > 1~1.5ULN (AST AR, 396%1),
R (B U e Y > 1.5~3ULN (AST AR, 1264, HEE (UL Er >3ULN (AST AR, 2 #)

OB TR N T, #HEEBRBERICES &, BE I EEEREREWRRE CO PK TIEFE L E
0o TR EEBIIA DN lo, HEEMHEEREWRRE IIFAERT — 2" A+ ThoT,

1. ZDith
B R L
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VI. Z2 (ERLOIESF) ICEI LEEB

HH||§§

TR
o= =)
=H

AHF, BERITTAMGTESIERBRICENT, SALERERICTI T - %"%ﬁ’é?#’)[ﬁﬂi
Db ET, FEDEANBEY EHMSNDEGICOVWTOARET S &, Fi=, BERMIRICEIL
L, BEXFZORERICAFOEMNERVEREZT2HAL. REZE ’CfJ\b?xE}‘d’é Eo

1.2 FMEMMEREAHLODON, RTICESEFIHESNTLSDT, MHER (BRUN., HRE

. ZEE) OHIRUVHEBESGREDNOREE. BEZT7ICITI2L, £, EENREOLN
EERICEAFDIREEPLEL. BIBRERILE VHOREFOEYGLEET S . [8.2,

9.1.2, 11.1.1 B8]

& T DEMH

_

1.1

I22¢&

B O L AR NS I OB B BERHI T3 /ST E DERMEH T, 2 A LEIRIE
o 2 ik - RBRAFFOEMIO b & T, AF OG-8 8@ ) & S DIERNC O B G- %217 5
VBERDDHZ L, AFROREIZHTZ->TE, BEUTLOFEIEITH LIGK LA M & fapritic
ONTHOBA L, AEEZGTOOHREGZHBTOLEND L I ENORIELT,

1.2 BRRBRICEWT, KAl L ORREBRPGE TS RWEELRHEEMRENBO LA TS I E

Mo, FHCER ZMES NS FR L LR L,

AEEEDEH

(ROBHICITHRELEBEWI E)
DR LIBBUE DBEFRED H 5 B4

2. 2=
2. 2R

A

(fiFsn)

REND SR LBBUEDBEEREDO H 2 BE AR 28BS LT-5

MREZLNDZ b, EEEFEHT L ETo— ﬂ%ﬁ&a&bfu

. HEELEBUEER SR BT 5 AIHE
’_./:E_’ L/f\_o

3. MAERILHMRICEHET S FE L TDEA
V. 2. ZHRESUIBRICBES DR 22T 52 &

4 AERUVRAEICEET IR EZTDER
V. 4. FEROCHERICEESDER) 22052 &,

5. EELGERMIE L ENERH

8. EELEAMIEE

8.1 AHD T HIREMALMERIC XV | WEDREFISITER T 2 &5 2 b k4 REBWREEDN &

bbb EnbDd, BEETSITITV., BENED ONHEEITIE. B\EOGRE KGN X D EI
TEHORBZEE L, @R ENRZHa21To 2 &, WEOREMIGICE 2EWER N b D56

Wi, BIBRERNVECRIOBRGEEZEETHZ L, £, AFBRGRTRICEEZREWENN &

LD ENHLDT, AFEGHKRTHROBIEZHITITH 2 &,

8.2 MEMIEENLLLNDZENHDHLOT, MIHER (B, WUk IK .

Jl X MR A D FEME S, BIEE 72179 2 &, Fio,
DOEZFET 52 L, [1.2, 9.1.2, 11.1.1 ZH]

-
\_

W) ORER

YN
MG U T, WECT, Mg~ —h —%
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8.3

8.4

8.5

8.6

8.7

8.8

8.9

8.10

FRA, FFHREERRE., MHRAS Db Z RS 50T, RAIEL-BAART & O 53 13 e
P RERE 21TV, BEORELZ 018l T 52 &, [11.1.2 5]

DR, DERPRSLDLONDZERH LD T, M¥E, CK L&, LERRTEOBEE /712479
Z &, (11111 28]

e, BRBURRIE N S Db Z ENHDHD T, MK T, A, CK EFE0BEE2 171
1To2 &, [11L.1.125H]

FIEMENIERNH oD ZENH LD T, F/MET, IR N, MERREE, e TREES OB
Ao3cATH 2k, [11.1.13 ]

RURIRFERERE . N EARRREREE X CRIBHREREZE N H 6oL Z 05D T, AHIOE S5
BERT M OV G- TR I @ IS NSy Wk RE A (TSH., 8 T3, 78 T4, ACTH, =L
—NVEORIE) #EETHI L, £, LHEDSUTHESBREEZOERBLEF/T 52 L, [11.1.5-
11.1.7 ]

1 BUPERIB N D B0 D 2 &NH D DT, R, B, RS OFEROFBC MBS E O LRI+
DEETHZ L, [11.1.8 ]

BHEENOLDNDZ ENHHDT, BHEMREZ EHWIITV., BEOREZ +5ICBET S
Z &, [11.1.10 B HE]
SENERBRHLONDZ ENHDHOT, BROREPRD NG, O ERKE %
ZeTHEOBELRET L, [11.1.20 2]

(fiEwt)
8.1

8.2

8.3

8.4

8.5

8.6

8.7

8.8

AR OFGAIZL Y, BEORIERISICRINT D L EZ DNDLEEX RIEBRSIRERND HbD Z &N
bV BEEOIWRE CRIRHZEBT LR L H 5, BRENPRD ONZHEIIE, BEORERKIGNIC
X BEIEH OFTREME 2 SERIC E W CHEI 28R 217 ), BWEAN SO 25581213, BB RE
RV CHIOP GO R AVE 24T ) BERSH D, AANTERIINE S . AAIR G THRICEE
REWERBRH LN DZ ENH DT, AFBHKR TR OBIEZ DT HOLERDH D Z L Hik
E LT,

KENIOBEGIZ L BEMEMEER S bbb Z 0N d 5, BEMMZRERIIBIEN RERICE S 56
WV | RENOBGIZES U CIIHVEMEME B OPIHIER (B0iv, FERREE, ) O
WX R EOEMIC LV BEE AT IMERD DL ENORE L,

FRARARBRIC RN T, ARH & ORFEBEBPEE TE 2WEBRIFHEERE L OFRRRD bz 2 &
Fo, HEICESEIARERRD 5N TWD Z L h AEIBEG-BIAERT M O 5 o3 8 6912 T
RERAE ATV, BEOREZ HDICBERTIMLERNH D Z ELRE LT,

FRRREBRIC BN T, AH L ODRREBEBBEE CTCEXRWEERLHGR, LEXDPBEDOLNLTNH I L
25, M, CK EF. DERREFEOBSEEL ST OMERS DL Z ENDLRE LT,
FRARRRBRIZ BV T, K & OREERNEE TE VIR, BRHRRIENRD 5T\ D Z &)
5. KT, B, CK EAS0OBEZ 3T O RERSHDHZ ENDERE LT,

WA D RRGEE O FRRBRIZ I T ARAI DK RBIR N EE T E AW I o 7o HAE A M E DGR
HHITWASZ EnD, HET, IRIg T, MERREE, dENEEEOBEL 2T LERD
LHZENBRERELE,

B RBRBRIC BT, AHK & OREBMRNEE TE 2V BFIRIREREREE . BIEHSAERE S & OVF TiA R
REFEENRD LI Z LD, AEI O GIZES L Tl 5B ART M O 5 0 i @ IR0 FR e sE
s (TSH. B8 T3, W#f T4, ACTH. M =L F > —VSDllE) 21TV, Bl5% 912179
VERHDHZENOHRE LI,

FERFRER ICEB W T, ARl L ORREEENPEE TERVWEEZR 1 HFERFENBO N2 D, K
ROBEHIZEEL TERB., O, RHZEOER OFBCMAEE O EA I+ 0BT 2 0ER”H D 2
EDLBRERE LTz,
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8.9 EIRHBRIZBWT, AH & OREEENEE TEARVWEERBHRERENBO LN b, A4
BEHIIEMMICERRERE (g2 LT F=2) 2170, BEOREZ +2ICBIET 508N H 5
TEMBREL,

8.10 ERRBICEB VT, AF & OREBBEABE TERVEREIBERIBDOLNIZZ LD, AFIEE
HHZIRD B RO T IGE TR, HONCEREE A %215 X 5 BEZEET 2 ULERDH D
ZEMBERE LT,

6. HENEREFITHBREICHTHIE
(1) AHHE - BEBEFOHDEE

9.1 AHHE - BERZOHLEE
9.1.1 HCAREEEDAHIIIEMMNE L IBRMEOBECRERENHRTIEOHHEE
o BE DO BIVEH SR BUUIE ST 2 82 N3 d 5,
9.1.2 MBEUMEENDHIBEXIZTORFENOHLEE
MR PERR BB IHET 282 n”H 5, [1.2, 8.2, 11.1.1 ]
9.1.3 [H=RBEE (EnFHREBEREZESL) OHLESE
AHNDOPEHAZ X Bhbliggs 253 2 ke SOS XXM Rt 18 ERBRET 2 8ZNRH 5,
9.1.4 HEROBEXRIIBREZETIHES
WEERIET A BTN RD S, [11.1.18 2]

(fiFERL)

9. 1.1 BERBRICE O CHREMEORIEANRD LN TWDE, —i%HIIC H CRER RO A HHE R ORE
HEAAT HBRETIETDEETLOILERH DL Z ENORE LT,

9.1.2 AKFOFGIZ XLV MEMERERNS bbb Z Enb 0, ABIOBHIZE L CREMERERD
AOHER OBEEREO S 5 BHE CIEH0EBRTOILERSH Z ENDRE LT,

9.1.3 BEAGR D PD-1 fHEHKD G 2 51T 7o BF Tl BRSNS S Tn b, RFIO#E 51T
£ 0BRSS S xS DSOS AR BT 2 B8ENRH 0 | AKAI O G L ClRASBHEIE O &
LZEETEHHDEETHILERSD ZEDLRE LT,

9.1.4 B O PD-1 BHEHKIZBWTEEMD Y A7 THDH Z L, BRRERIZEB W THREEARD LT
DIEMBRERTE LT,

(2)

(3) FFifeErE=EE
BE STV

(4) £JEREZEHT 2F

9.4 4JEREEHT HE

IR 2 ATREME D & D ebElzid, ARFE G R O EEG% 4 5 A BB GR35 2 B0 &

O B 72 B TIRIZ DWW TR 95 2 &, [9.5 3]
(fi#Ei)
F ALY X7 % AWz BRI K OV IR A BRI E N L TR WA v U REERET L
TliX. PD-1/PD-L1 > 7 IUGREEDHEWIZ X 0 B RIC kT 2 S MR MGE L, IR TN 2% =
ENRENTVWD, o, B bk s a7 Uy G4 (1gG4) 1T 28R 2 Z LN mbn TR,
1gG4 BERALDF AL ) X< 713 RHED G IRICEEI N D AR H 5,
— 07, AFIOHGF~OFEFICET 553727 =X 13202 e b, AFIOMICERH 2 EB LT, A
B G- R O i e 5% 4 » ARITEHT T 2 L ERH D Z LN BLRE LT,
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(5) 1E4%

9.5 1F1%
TS SOTHEIR LTV D ATREME D & 2 MR iE, 1R BRSNS G2 EE D s n b
BRI OREEE T2 2 &, ARFIE AT AR AR IS L TV W, ik~ 7 R i2ht
PD-1 HU{AITIHT PD-L1 k2 & G555 &, WERNHEMT 5 Z ENMEINTWLZ Eb,
IR O KT DARFOE G 1X, RIEICx L CHEEREEZ RITTAREERDH D, £,
b b IgGIERHEADDIRIEA~BITT D Z Enmbn T s, (9.4 5]

(fig)

AR DOIEIG~OE BT D+ 727 — 21320y, TOEMERFEN G, I ~0&K512 &L v R
B FAFTTRRMEN DD Z LD W SUTEIR L TV 2 ATREMED & 2 KMEICIE, 1R b B2
BOHEET DX OWE LT,

(6) RELim

9.6 RELIF
BRE EOFEMER O RAREOREMEEZZBE L, BAOMB UIFIEZHREFT 52 &, KAlD
b FLHFA~OBITICET 527 — 2130, b N gGIEHAHHICBITT A2 &0 b, KRR
795 AR & 5,

(i an)

AHNIDOE NAHFSOBITIIMEFT I TWARWA, & b IgG ITAFFITBITT 522 ERMbin T,

AHNSFERICBATT D AR E X OND T e D, ARIRGFORIICET 2 EREEZRE LT,

(1 MR
9.7 NRE
NS A G & U T BRIRERBR I3 S50 L T 7y,
(fign)

AFNL, RHEAKER, AR, LR IR XINEEdS L LEBEERBRIZIERL CBHT, Zh
5 OBEITEBIT DANER OLEMEITHESL L TN EMHERE LT,

(8) &

Y AMQAYAIN

R o
[ 4

1. t8BE/EH
(1) HHREEREZNDER
BRE I TV

(2) tEEER EZTDER
BRE STV
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. BIfER

1. Bl4ERA
ROBIER DR HOND ZENHDHDT, BELTHITATV, RENRBO N HEICEKRGE2T
b3 % 7 Y R ALE 21T O Z &,

(1) EXGEIMER & DHER

1.1 EXAEEA

11.1.1 FEEMEMESE (1.3%) [1.2, 82, 9.1.2 &E]

11.1.2 AL, FFHEEES. i
AR 4 (0.3%) . AST, ALT, y-GTP, Al-P, B U L v % D E 5 % fF 5 M6 6E & F
(3.2%). HF% (1.0%) bbb ENnH 5, [8.3 M)

11.1.3 hEMREIEFEMAEE (Toxic Epidermal Necrolysis : TEN) (BHEEAH) . KREHIZIRAEIE
7% (Stevens—Johnson fEf&E¥) (BHEEARH]) . ZWARE (0.1%)

11.1.4 KEEE (12%). DMK (03%). EEOTH (1.0%)
Fegi 5 F#l, M8, MESEOERN S bbb -HmAIE, AFIO#EE %23 5% 05
IR EZITH Z &,

11.1.5  FIRARBEEEEE
FORARBEREIR TIE  (0.2%) . HURARMREETUHERE (BHEEARHT) . FUIRERZE (BEEARE]) ZHoH
WIHERERE E N H Hbh b Z L 3h 5, [8.7 5]

11.1.6 EIBHAEEES
RIBHEE R (0.5%) FORIBHERENS DN Z LR D, [8.75H]

1M1.1.7 TEABEEES
THEAS BEERYE) ., FTEEEERTE (02%) %0 FREEEREEENDDbNLD Z &N
b5, [8.75MH]

11.1.8 1 B¥ERR
1 AUpEpRIE (BIE 1| ABER 2 5 de) (0.7%) 23d bbdv, PERPMES T v R—v X TE
LBENNH D, | BPERBENEDNHA I, AFIOFGERIEL, A2 RF O
BHEOWORNEZITO Z &, [8.8 1]

11.1.9 BE% (1.0%)

11.1.10 BEE
BAE (0.8%) . RAMERIEMEER (01%)., LREREBR BFHERH) Z0BEERH LD
N>z EnH5H, [8.95MH]

11111 DEE (03%). DIER (FHERE) [8.45MH]

11.1.12 % (0.4%) . HEAHRERLE (0.1%) [8.5 &)

11.1.13 EEMHENE (0.1%)
FIEMEIEICL S 7 V=B O DRHICMERAENEITT 20855 DT, MR EE
DOEACIZHHEET D 2 &, [8.6 5]

11.1.14 [ (0.6%) . Bl (BHEERB) . FHER (BEEARH)

11.1.15 #HiREE
K= 2 —m 85— (03%)., X7 « NU—JERER (1.5%) Z0OMREERD Lbhd
ZEBRDH B,

11.1.16 EELOKESE
G eI IR AME  (0.1%) . MR L (BB ARBA) | MEFERIERIE (4.3%) . FEEWELFPER
BUME BEEAH) ZOEERMEREERD Hbhd Z L0835,

11.1.17 #ARMi2ELAE
R F AR MARSE  (0.1%) . MiZ8fedE (BEHEEARE) FO#IRMRERIENS LDbID Z b
2o
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11.1.18 &% (BHEA) [9.1.4 ZH]

11.1.19 Infusion reaction (0.3%)
Infusion reaction 23388 LT HEITIT, AAIOFTEGHILFEOEU)RLELEIT O & & bIT, JE
KREE T 5 F TREDREBE+SICBIET L2 L,

11.1.20 RESEX (0.2%) [8.10 2]

(fiFERL)

ERAZBWEHOE T, FRICEELZET 5 &5 2 DD ARKFNFA 7 MEHMER, FRZIITD
T DR e EORIERIZOWT, FBURIL, #E & OYEROMGRICET 235, RIEHIEBLR
DORLE ST EZ . B G & U CEBS L AR (302 &RER) . ok ikl ot S & LTHE
BRIL[E) 25 MARERER (305 BAUBR M Of 306 7RlR) OfE R OBEAGR O PD-1 (HEZFEDOREF DO Y R 72D
FeE L7,

(2) ZDithDEI1ER

11.2 zoHtoEIEA
10%LA E 1~ 10%Ai 1%A i
MRB LY V3% | ~EZr el (67.9%) . HMEkEA | ~F 7 v b
Fe (52.0%) . U > /RERIEAD (58.4%) . LR | L U Lo SEREEN
BRI (52.6%) | I/ INOED (46.9%)
Rth L O ESE T I
M SR, HERE KON NGk, PRI PR
TR
H P E N2
JHHBAE % ALT 1 (34.7%) . AST H40N (47.4%) |
AL-P 401 (33.4%) . M E VU L E BN
(27.0%)
KR ¥ KOV TR, | 5892 Z 9 FEIE S A
i
E#REB LS B & A&, o
Ll e PR
—fi% - REEEL L | FEEL
O G5B ok g
S Pt TV T I vk (504%) . CKOHE N | R YU T AN
(232%), 7 VT F =M, Y v LA
B (30.7%) . U U LM, FRY D
L8 (52.0%)
(fi#Ei)

AR OEFEFET —% > — bk (CCDS) \ZFRLHk O RIVEH &K OAA O ERARRBRRE FUT S EFRE Lz, 5
BUBERE 1T, B G & U CEBRSL A MAHRER (302 3BR) . tho bk & o &G & L CEE
R MFAERER (305 3ER K 1N 306 30BR) OFSRICHESZHH L. b DR TRNEM & L TRD
BN TWARNWERIZOWTITHEERALE L,

72, BRARBRAOMICIZ, Bk & U CEBEIEFRFBIAHRE (302 3Bk . o b @ik s ot
Ho& U CHEBELR S MAEEER (305 5B J OV 306 5BR) oA 6NTm, X—R2 T A b B LK
AR H 2 CCDS IS & fEd# L 7=,

_63_



9. BRERRERRICRIZTTEE
BESh TV
10. BE®RES
BEIN TR
BALEDIFE
14. BRALDIEE
14.1 EFFFHFOEE
1411 RNATVERGE LW &,
14.1.2 FHHENZ, R PRPWESECOFELZ HHIC IV R T 22 &, RN E > TV L8556,
SR FRD DL DG EITIX, A T NVEFEET H T L,
14.2 HFFFHEBEOIE
14.2.1 NATOVFIESTICEHNICKEIRSE, BEEEZ AL TANPLHREIY . HRAEBRREIRO
SN ZICEA L, B&KREE 2~Smg/mL &35, SNy 72D Y s SE TR
sz,
14.2. 2 KANIRAER 2 5 E 720, FRRITESCHITHERT 5 2 &,
14.2.3 R E 3 ICHERETRE T 256121, ﬁﬁ#%&ﬁ%Tif@ﬁW%z~wccmﬁ
MLUNET 252 L, HREEBITRE LIS AIIE, BEFNCARHA Yy 72 FiRICET 2
L
14.2. 4 FBURILHG S vz &,
14.2.5 AANZ 1 EEHORATH D, A T AR OKIRITFEET S Z &,
14.2.6 fhAl & ORFEIT LN &,
14.3 FEFIHREHOIE
14.3.1 KAOEGIZHTz>TIE, A T4 7 4% — (02 X% 0.22um) ZEHT 22 &,
14.3.2 [Rl—D a7 A v &M L ToOEA 2 HHRIRB G Lianz &
14.3.3 BEMKTRHCRMZA v 27Ty vadbHl L,
(fi#Ei)
AFNIE D FOFEBATHL Z L, FHRET, FARELRRGRFICBT2BHW EoFEE %
CCDS 28T D2 EEMENFICE S X3 Ebtoit &Lm%%’iéﬁﬁ%iﬁﬂﬁ%ﬁmﬁﬁ
HIEE., A% ORA K O FIROREREICET 21E K OTARATOMEICET 2EE %,
CCDS IZBITHHEEMENFICESERE LT, RN OEGHET £ TORMIZ, EHMY N ToR

r Hﬁﬂ%ﬁ@ﬁ% %O% H/:E’L/fu.o
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12. ZOHDEE
(1) EREREEAICE D C1ER

15. ZDDFE
15.1 EREREAICE D 1R
15.1.1 SRTRME
B R FBR I BT, 205/991 B (20.7%) IZHLTF A L U X< T HARNFR D Hiv, 8/991 f
(0.8%) IZHIF AL U X~ T HRFENRD b, SiTF AL U X~ THIKRE R bk
BPEB CIZFaEPEF] & bhlik U CAE o i i S AV N - 28 M 2338 bz,

(i)
TEZEBRIEIE O & BRI YR GE 2R AT « PRI DRl - B RO A8 2 /5 & U T (R BRI [R5 TIAH R R
(302 FAER) . ALAFIEED 2O RIGUIBR A BB 2R EAT - RO RER V- LB x5 & L ERR 3
[ MAHRRER (306 3XBR) . K OMbLFERIERE O 72y HER2 [2YEOUIBR AR/ HETT - B8 0 B H & %t
S & U EBSERBIFIRER (305 3BR) SR\ T, AANH T DHUREAEDBRE SN TEY | HUikE
A TIEAR O M RE DR TMEMPRBD 5N 2 &b, 3RBROTTF A L ) A~ 7 HE Kk Od
PURBBIEG 2 45 L. 17 A L U X< THUE R O R UR SIS CIRRaEf] & i U TR o g o
BREDME T3 2RO 6N 2 2R LT,

(2) FFERERFAERICE D < 1R
RIE SN TR
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X. JEEGEREABRICREI HIEE

1.

IR ER
(1) ZExhERIBEAER

[VI. SENIEBLCRET2HE ] OHESMR
(2) RZeMEBEHE

(3)

. AR R S X B R B b
ARRTH o . pie
HECAH TR 5 R
INIIKEEA =AY YA, 10, 30, 100mg/kg 100mg/kg DHEE T, LEM/RT A —
(HERE 45 1) HRIFFR AR 5 ZICEARITRRD b
H=T AP TR, 30, 60mg/kg 60mg/kg DHEE T, LEX/NT A —
(MERE 4 3) 2HAMNT TE, 13@EMRERE | 2 ICERIERD by
FRPN 5
I R =7 4P BRI 10, 30, 100mg/kg 100mg/kg DAREE T, MR R~DOFHE
(HERE 45 1) B ARt RN 3 5 ZRE T 5 EARITRRD B
=74V A, 30, 60mg/kg 60mg/kg DHEE T, FERHR~DOFEE
(MERE 4 3) 2HERNC 1E], 13EMKERHE | Z2R87 52 2kITRD by
FRPN e 5
HRARESR | h=s A FL BRI 10, 30, 100mg/kg 100mg/kg DAEE T, FHEAMER~D
(HERE 45 1) B ARt RN 3 5 WEE RET DEAIERD By
=74V A1, 30, 60mg/kg 60mg/kg DHEE T, HFHIFER~D
(HEHE 45 3) 2MAMNC 1|, 13 EMKAER | A2 RET 5 AR b
FrRN 5
T DD FEEEAER

OFcy ZBRAER U Clg 2 VI ~DFEE Y

7 FEPD FeyR (FeyRI, FeyRIIAmisi. FeyRIIAgrisi, FeyRIIB, FeyRIIIAviss, FcyRIIAfgiss, M OY FcyRIIIB)
W5 F ALY X< T OFREEIT OV T, ELISA K TN FACS 1 THRFF LT-,

ELISA JEIC L 2 WFT T, FAL Y X~7 O 7D FeyR (x4 DA 1T S /e dr- 7=, FACS ik
WZBW T HREET, FHHEOLEE (MFD) X7 78R EFAETH -T2,

Clq ~DFEAIZ OV TIX ELISA & THisT L 7=,

Clq (T H SRR O b BB T 5 % 2”7 T, Cl filkEA KRR 2 SED, FAL
U X< 7% Clq ~DFEAIHIF L A EB BN -T2, —J5. BHSSRBUAD hulgG % Tl Clq ~D
AN LN, FALY XT3 invivo IZEBWT CDC R T 2 Al EE 2 5 b,

t k FeyR IZFEB LAWK SR LI=F 2L X< 7 LidxtBigic, BEAZRSL PD-1 Hilk (=R L~
TRRLT R Y X< T) THHASN TWADHERT O 1gG4 (IgGdsnse) ZERA LT ALY X~
N1gG4s228p T FcyRI ~DFEGINH BT,

Q@#BRa % B L = ADCC R Uf CDC SEMEMDIRET

CD16 F& Bl NK Hifatk (NK92MI/CD16) %. F AL U X~ 7{F1E FC PD-1 381 T ffaf: U o <@
fakk (HuT78/PD-1) & 38538 L. HuT78/PD-1 Ml kDLl k&EfE%E (LDH) ZHE+ 52 LT
ADCCIEMEZF L7z, F ALY X< 7RIMTIL, ADCCIEFHER SN hoT-,

CDC iEEDOKEITIZ, 7 4 b~~~ 2T > (PHA) THIY L 7ZHEEER AR ¥ PBMC 2, ALY
A= TAEE T CHE B FME & RS S8, Atz ilE Lz, ALY X~ 7EIITIE CDC 133
XN,
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. EEEER

(1) HEEEEEHR

HhipTa #hH& (mgkg) = .
i B KB B PR
ICR < 7 & 0. 30. 100mg/kg > 100mg/kg R &b L
MERERS 10/ FrRN e 5 ()
=AY 0. 10, 30. 100mg/ke > 100mg/kg FrR T &b L
EREAS 1/ FrRN e 5 (RS )
(2) REHREEMHAR
iy Fi W58 (mgkg) M o
B B GRS A (mg/ke) EEBTR
T=r AP | 0 GEL). 3. 10, 13 30mgkg | 2GR BT KR OWAEF 2 L, —
ERESS 6/8% 30mg/kg (2 JEIZ 1 [E]) QZW | ke (B 52 &), R,
FrRN e 5 BERE, MR, DEX. BEZEOHR
AL MRS R A i R E R R
&, MEAE(LENRE, JRRE, V
YRR Ty MRE, PA A
VR, TR, REEERE. KO,
BRI I FE R A L
B =7 AP 0 (). 30, 13 3@ R 30mg/kg | 60mgkg IV EE (Hf 141) : KiEE LD
ERES 3/8% 60mg/kg (2 @Mz 1 [8]) To O LZHBA Sy (G, 2, IR
FrRN e 5 DLER, HH, KEOBFERE,
ML, AHI AT, K OYE
PR T)
60mg/kg IV Bf : 7 47V 7]
(ME) . C RUISHEZ o827 1 (1) .
ryaz )1 (), 77 I
(), 7T/ a7 ok
(MR, FYZUERY R
(). ASTT (HF). /X I vk
B AERESR T () . ALPT (M) .
100mg/kg 2] 100mg/kg | U REE | ()
KT#HE (75. 89 H) 60mg/kg IV # (M 1 B) : BEGHAR

CLoige, REVIR, WM. WORAR. 1%
Bt AEehRe, RiE. B, W,
DB TE. TESEE. B ok
5 IME O (M, 5, BREH
RAEMME, IENAEHIROIER) , &
ROZEA GRS, ¥ 23
7 PR, IRME AN, EEE, IREME
RIEMM, SRERR ORI, &
BOEM, K OUME L)

100mg/kg SC #f : & 5 (B L 7= 5
PEZAb7e L

(3) BEinEEHER

HEE R L

<BES>FALVIN A TIEE ) 70 —F AHETH Y . DNA IO QY E & A BN

LEFEZHN LD,

77

4) BNARMEEER

HEE R L

ICH S6 R)H A KT A eV, BisdMEaBRIXFE N L 72

<BES>F AV A TITET R ADOBEORKZRNE LTSI b, ICHS) A KT A~
(ZPEVN, D8 AUJEMERRBR 1T 580 L 7270~ > 7,
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(5) HERESMHAR
1) ZRERVERETCOVNHKERLEICET 558
MR L
<BE>ICH 89 A KT A NZHEW, ZIEHER OVER £ COMMIMI ARSI 2 3B 135506 L 720>
Sfz, v ERWE 13 ERKER G R (EREBR) ik, MO ATREH AR KO
SERRR LA LIZRD BN 1=,

2) B - BRIRRLEICEAT 58
MR L
<BE > EMERICE S G-l S . —EHOBE T L Tid PD-1/PD-L1 BRI DOFLEIC L v IBIRETE
23E L, PD-1/PD-L1 OIEBUTEF 724 IR D BN R OCHEFFIC AR A R 2B A2 F T 5, AH%
G Lo 6. IRIREMEORBL, WRESUIFEEDOHEMN, & 2 WITE RO ER ek
SRR A KT T REME SRR S D, L7z > T, PD-1/PD-L1 #REEDFHE I E 5 384
FHITEMOERTHLZ LD, FALY X7 OIR « JRIEREAICHET 2B T L
R o i,

3) HARMRUEAROEE L NICEEMDOBEEIZET 5558
BRI L
<BE> LA ED S, fEIEF O PD-1/PD-L1 BEOEEIC L V. HAR TOH CaEREEOFERE X
XD A REVERIE S D,

(6) SRR ER
B R L
<HE >V VA 13 B E B G mERRER C O —BeR BB K QYR B M I K | B
B ~DRB LM LTz, FAV Y A T RGI\CHE L RE TR0 bRl

() ZoithotEkE"

1) fRESMHRER

@DE L PBMC ZA W= a—JLIGERER (/n vitroER)
HLA-A2 1MEEE R — L HEE L7 PBMC 4T AL U X~ 7 HIEFC4 AREEE L, A hA
ANVA pp65 XTF K (VU a—LHJR) CTHIEPL L, T MaiErbofsE s LT, IFNy FEAE%
ELISA (& CHIE L 7=,
ZOREFR, FAVY AT L0 | B (E#Te b IgG k) &l LT, IFN-y PEA
DHEBERTLENRRD bz,
PLEXDY . B N PBMC %MW in vio R OFER NG, FAL Y X~ 70 THRRAEEDO Y 29—
JSE A BERT A RIREME B U | 1R BITFRE L 72 RBURIC X T A 5 IR OB TR, L O A R
O FEFEIL O AIREME S RIE S vz,

@B-hPD-1 9 R ZAWLV=Y) I—ILIEERER (/in vivoRER)
1 #% 6 5], 3t 4 B£D B-hPD-1 i~ 2 &2, F—F— U Xy b~ET T =2 (KLH) ZHiHE
LT T MIUKFEGUAEARIS (TDAR) 12T 2 F AL U X~ T OEMZFHI L7z, 1 B BuFRIE
JRAERTHRE) (ZIZMEA (Dulbecco V v etk BB & HK, DPBS) %, 2~4 B£lZiX KLH (Smgkg) % .
AR 2 H ROV 23 B PG LBE L 7o, 2 BRIIREESHRREE L LC DPBS #i 1 [BIfEEN&E G- L, 3
FOGBIZIZTF ALY A= 7% 10mghkg DHET, TNENNENISEZMHERT 2 HTHRER L, 8. &
15 BiZ, WONT Y 22—V & 2 s+ 2 B TlBR 22, 29, KON 36 BICHEMEN& S LTz,
B-hPD-1 ¥ 7 ZIZEW T, 2~3 HEOWTIITEBW T HAE KLH EEIC L 0 T iuiREEN D
. 2EIBHEEGZITITY a—VSEIZ X D HREADBRPRBO LN, ALY X< T7HETIE, xf
HEE QB RO —ENY a— VEERA LIV, KLH BAEICHT 5T ALY XA~ 7 DREIT
WO LN T2,
~ 68 -



2) #AERERIGHESAER

OA=V AP EERBEAVHEERERSHERR
T =27 AW 3 FIDDEI LT 30 $LEIC W CHUGED N 2 ERL L. Sy b2Ec X 0 34
L7z —RPUAE LT 05 KO 2ug/mL O EAF R F AL ) X~~7 (BT317) ZHW., ©4F
ke Mk v ) > Gl (IgGl, 2ug/mL) HuikZzxtiabiik & Uiz,
T =7 A PVIEFMBRICHTT D F A L U X~ 7 ORRAOYEITRD STz,

@kt hHE#E AV R E RIS TR
R R =3 I L7 30 MRS SOWTHURS B 2 /FR L. SeE i b AiEIC K0 BRI L 72,
—WHUE L LT0.5 XD 2pug/mL O BT317 # iV, B4 F Ui 1gGl Qug/mL) Zxtfpifk L Uiz,
b MEFMARICHT DT ALY X~ T OB RGO HDLRno Tz,

3) AmEAER (/n vitroiER)
FALY A=7 (10mg/mL, A& 0.1~0.5mL, EHHEEKZ 2.5mL £ THRIN) % 2% RBC i#IFHK
@ 2.5mL &, 37°C T 3 BffilA ¥ 2 _— b Ui, Bt BRI AR R 2 . Bt BRI
DREE TS K A L 72,
F AV Y X< 7 KOtk BTl &k QR ITFE O bt o 7o, Bt Tl 23 st S
7o hEME, FALY X7 00 XHRMERIT T D2 IMAEH & OCEEFER TR bhiroTo,

4) Y4 bhAUBBET7 v A

Dk b2mMEMIZERWN YA FHA URET vEA
b haemAE sl A M A U7 A (CRA) 12X, FRALIU AT DY A FaA
JEHEGERE (CRS) 5 U A7 Z3Hilid 2 B THEM L7,
e K —27~30 fFl o M EHR2 MR, FA LY X<7 % 10, 100, & 1000pg/mL O T
WL, 20~24 B L7z, ~ AT T Lo 7 AT v AI2LY, BEEETO 15 FEOYA b
A/ A v REERE L (L2, IL-1B, IL-6, IL-8, TNF-a, IFN-y, IL-4, IL-10, MCP-1/CCL2,
MIP-10/CCL3, IP-10/CXCL10, IL-12 (P70). IL-17A. IL-13. } X GM-CSF),
WO R —REHZ BV TH 1000ug/mL £ TORE CTHERY A N IA >/ rEeh A Otk
Lo Tz,
FALY X< 7k NREIMMENS O A ML VIR EBE L holzZ v, FALY X
~ 7N KD RME CRS #5%E U A 27 & R2d 5 A I3AG b Lo 7z,

QE FPBMC ZAWLN =Y A FhA UBRET v 4

TT7 RIAEICEVEMELIZF ALY X<=7 (10 LY 100ug/well) %, fEEE NI —27 Bih HE
B - BEEL7-Et K PBMC & 20~24 I8 L=, ~ L FF Ly 7 A7 vEeAI1Ck . £E LETO
ISFEHDOY A WA v/ rEhA v BEEZRELEZ (L2, IL-1B, IL-6, IL-8, TNF-0, IFN-y, IL-4,
IL-10, MCP-1/CCL2, MIP-1&/CCL3, IP-10/CXCL10, IL-12 (P70), IL-17A. IL-13, ' GM-CSF),
FAL Y X=T T, WIS A A/ TEIADBHE LR HiLehoT,

FAL Y X=T7Eke b PBMC OY A A VR EFE R Lo b, FALY AT DR
P CRS 553 U A7 A /me 9 2 AR IFAF Lo 7z,
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X. EEMEHICAHYT SHEE

1. HHERXD
Al T LT T AR FRE 100mg
kL BISE, GBI
) EE-EMFEOLGZICLVENTLHZ L
BRSy  FAV Y XA=7 (Bin i z) BIZE

2. B3hHAM
BN 36 5 A

3. BERETOEE
HRGAWET . 2~8C TIRAF

4. BFEWEDEE

20. ML EDEE
WAL RET D2 &,

5. BEMITEM

BEMERLTAR A

<TvhWoLy : F/

OO BE W TEM
(RMP @ U A7 F/IMUIR B D 72 O IZVERR S AL 7= & #F)

TELAT THAFEEZTONOBENABE S ALLEO IFE~

TELT T LALFHREC LD 0HREZ2Z T O N BENABRE S AL ZTD TF R~
TELT T ALFRIEIC LA 0IRIEZZ T O ENARBE S AL ZTO TF A~
[T, 4. @IEFEAICE L CEMTNERE) (XL 2. ZOMOBEER] OHESH

6. R—p5 - RBNE

[Al—p 3 72 L
[Fh3E : =R v~7 GEGEHH#EZ), Xa7nl X~ (B H#z)

1. ESEEERAB
2019412 A 26 H (HE)
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8. BERTAAFABRVEARES. EMBELNHEAR. BRTHBFAB

U 55 . S B A 5 B
KA B e IHAE A H R H

I

HR5E4 ZS

'uh

FELT T T

o 202543 H 27 H 30700AMX00073000 | 202545 H 21 H 20257 H 1 H
#E 100mg

9. MEERIIHMEEM. RERUVRAEXEEENENDEABARVZTORNE
BN H B 202646 4 19 H
ZHEES TN IR - TR UIBR A RE 72 AT - TR O H S
MR OHE  hoBFEMAEEEA E Ot HICBW T, @F., AT, FALV Y X~7 (EfaHkz)
& LT, 18] 200mg % 3 ERIEIFE T 60 7020 CAEFHET D, 2B, WG OZRENE
DEAFTHIUX, 2B H DO R 30 0 TEMfTX 5,

10. BEERR. BMERARFAARVZEORNE
L

11. BEEHAM
GRIRUIBRARER LT - RO RIER)
84F 1 2025453 H 27 H~20334£3 H 26 H
(R YIRABE e e T - 38D B
FRAHIR 1 2026 4E 6 H 19 H~2033423 H 26 H

12, IEHEIRICEY 2178
AFNZ, B GHRICBE T 2 HIRITED b TRu,

13. &2 —F
" JEAE B8 SR SE e | (BB E RS, =2 — R ) Lt 7 B
B4 FENei | HOT 13k wE | T
IN#EIR G o — R (Y] =2—F) AT AHa—R
T E LT T
o 4291478A1027 4291478A1027 1993479010101 629934701
1 100mg

14, RIEHRTLDEE
AHANZOWTIEL, BEFEHAHEET A BT A e, AOMER L EMEICET 2 RPA +oEET 5
TOM., AFOBRE AR ZITHZ P SNL2BEITH L THERT L & b2, BIERARRELL
BRIC KB st g & D2 LA AlREZe — E@%@%%tfﬁ%%%fﬁ%?éi9+Am?¢é L,
(THL PD-1 FURPUEME RGN AR D e HHEE T A4 R4 U OREIH S HEFHIZOWT (74
50200 fREJE 0520552 7%5) 1)
(THt PD-1 HUARHUEMERE S A & OB PD-L1 HURHUEM IR AN AR 2 o fE HHEE T A KT 14 OREIC
O BBEFREO K EIC >N T (G846 H 190 %E%om%%z%ﬁ
&k\ﬁﬁﬁﬁﬁﬁﬁ4kﬁ4yﬁﬁﬁ R ENTGE . BT EE R XV RBERGAT EOERIS
%Lfﬁﬁﬁ%ﬁéhéﬂ%@ﬁﬁéﬁb\Wﬁ%ﬁ%%w?é_k
(PRB% JF32 PR https://www.mhlw.go.jp/hourei/new/tsuchi/new.html)
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8.1 Pregnancy

Risk Summary
Based on its mechanism of action, TEVIMBRA can cause fetal harm when administered to a pregnant woman
[see Clinical Pharmacology (12.1)]. There are no available data on the use of TEVIMBRA in pregnant women.
Animal studies have demonstrated that inhibition of the PD-1/PD-L1 pathway can lead to increased risk of
immune-mediated rejection of the developing fetus resulting in fetal death (see Data). Human IgG4
immunoglobulins (IgG4) are known to cross the placental barrier; therefore, tislelizumab-jsgr has the potential
to be transmitted from the mother to the developing fetus. Advise women of the potential risk to a fetus.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data
Animal reproduction studies have not been conducted with TEVIMBRA to evaluate its effect on reproduction
and fetal development. A central function of the PD-1/PD-L1 pathway is to preserve pregnancy by maintaining
maternal immune tolerance to the fetus. In murine models of pregnancy, blockade of PD-L1 signaling has been
shown to disrupt tolerance to the fetus and to result in an increase in fetal loss; therefore, potential risks of
administering TEVIMBRA during pregnancy include increased rates of abortion or stillbirth. As reported in the
literature, there were no malformations related to the blockade of PD-1 signaling in the offspring of these animals;
however, immune-mediated disorders occurred in PD-1 and PD-L1 knockout mice. Based on its mechanism of
action, fetal exposure to tislelizumab-jsgr may increase the risk of developing immune-mediated disorders or
altering the normal immune response.

8.2 Lactation

Risk Summary
There is no information regarding the presence of tislelizumab-jsgr in human milk, or its effects on the breastfed
child or on milk production. Because of the potential for serious adverse reactions in breastfed children, advise
women not to breastfeed during treatment and for 4 months after the last dose of TEVIMBRA.

8.3 Females and Males of Reproductive Potential
TEVIMBRA can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)].
Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initiating TEVIMBRA [see Use in Specific
Populations (8.1)].

Contraception
Females

Advise females of reproductive potential to use effective contraception during treatment with TEVIMBRA and
for 4 months after the last dose of TEVIMBRA.
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8.4 Pediatric Use
The safety and effectiveness of TEVIMBRA have not been established in pediatric patients.
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